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ANDA 74-538
DEC | 8 1997

G. D. Searle & Co.
Attention: Doranne Frano
4901 Searle Parkway
Skokie, IL 60077

Dear Madam:

This is in reference to your abbreviated new drug application
dated August 19, 1994, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Trivora-21 and
Trivora-28 (Levonorgestrel and Ethinyl Estradiol Tablets, USP),
Triphasic Regimen.

Reference is also made to your amendments dated November 30,
1995; July 19, 1996; and January 27, February 20, February 25,
and October 24, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined that your Trivora®-21 and Trivora®-28 (Levonorgestrel
and Ethinyl Estradiol Tablets, USP) Tablets are bioequivalent
and, therefore, therapeutically equivalent to those of the listed
drug (Triphasil®-21 and Triphasil®-28 of Wyeth Ayerst
Laboratories, Inc.). Your dissolution testing should be
incorporated into the stability and quality control program using
the same method proposed in your application.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotionaT>campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,




and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.

We call your attention to 21 CAR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

12/14/57
Dguglés L. Spjrn
Director ‘

Office of Generic Drugs
Center for Drug Evaluation and Research
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Important

Note to Dispensing Pharmacist:

The “Patient Package Insert” including
directions for use and the “Detailed
Patient Labeling”® are both enclosed
E inside each tablet dispenser. These
ERRE are for the patient and are part of

: the official labeling for the product.
FEDERAL REGULATIONS
REQUIRE that they be GIVEN
TO THE PATIENT when dispensing.

A08765
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126 Tablets
NDC 0905-0289-21

Trivora-21

(levonorgestrel and ethinyl
estradiol tablets, USP) -

Triphasic Regimen

Each blue tablet (6) contains levonorgestrel 0.05 mg
and ethiny! estradiol 0.03 mg, each white tablet (5)
contains levonorgestrel 0.075 mg and ethiny!
estradiol 0.04 mg and each pink tablet {10) contsins
levonorgestrel 0.125 mg and ethinyl estradiol 0.03 mg.

Tablet Dispenser

6 units of 21 tablets

Caution: Federal law prohibits
dispensing without prescription.

Usual Dosage: One tablet dasily as
recommended in enclosed detailed
product information.

Store at controlled room temperature
15°-30°C (59°-86°F).

Manufactured for
SCS Pharmaceuticals, Chicago IL 60680 USA
By Syntex (F.P.} Inc., Humascao PR 00791

Trivora-21

flevonorgestrel and ethinyl
estradiol tablets, USP) -
Triphasic Regimen

Tablet Dispenser

6 units of 21 tablets

3 0905-0289-21 *

SCS Pharmaceuticals
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28 Tablets * NDC 0905-0291

Tr:vora-28

Each blue tablet (6) contains levonorgestrel 0.05 mg
and ethinyl estradiol 0.03 mg, each white tablet (5)
contains levonorgestrel 0.075 mg and ethinyl
estradiol 0.04 mg, each pink tablet (10) contains
levonorgestrel 0.125 mg and ethinyl estradiol 0.03 mg
and each peach tablet (7) contains inert ingredients.

This product (like all orsl contraceptives) is intended
to prevent pregnancy. it does not protect against HIV

infection (AIDS) and other sexually transmitted diseases.

Store at controlled room temperature
15°-30°C (59°-88°F).

SCS Pharmaceuticals

Place Rx 4
Label Here N )
9 &
7§
e
N ~

Caution: Federal law pmhibitsdisbansing &
without prescription.

BE SURE TO READ THE PATIEN'f LABELI@

) Msnufactured for

SCS Phar Is, Chicago IL 60680 USA
By Syntex (F.P.) inc., Humacao PR 00791

A08791
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Each blue tablet (6) contains levonorgestrel 0.05 mg
and ethinyl estradiol 0.03 mg, each white tablet (5) -

contains levonorgestrel 0.075 mg and ethiny! \
estradiol 0.04 mg and each pink tablet (10) contains LA,
levonorgestrel 0.125 mg and ethinyl estradiol 0.03 mg. - L)
This product (like ail orsl contraceptives is intended Caution: Fedsral taw prohibits dispensing
to prevent pregnancy. It does not protect against HIV without prescription.
infection (AIDS) and other sexually transmitted diseases.
) Store at controlled room temperature BE SURE TO READ THE PATIENT LABELING

15°-30°C (59°-86°F). Manufsctured for

SCS Phar jcals, Chicago IL 60680 USA

By Syntex (F.P.} Inc., H PR 00791 A08790
SCS Pharmaceuticals

-

/ 1-inch Bar Code
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168 Tablets
NDC 0905-0291-28

Trivora-28

(levonorgestrel and ethinyl
estradiol tablets, USP) -

Triphasic Regimen

Each blue tablet (6) contains levonorgestrel 0.05 mg
and ethinyl estradiol 0.03 mg, each white tablet (5)
contains levonorgestrel 0.075 mg and ethinyl
estradiol 0.04 mg, each pink tablet (10} contains
levonorgestrel 0.125 mg and ethinyl estradiol 0.03 mg
and each peach tablet (7) contains inert ingredients.

Tablet Dispenser

6 units of 28 tablets

Caution: Federal law prohibits
dispensing without prescription.

Usual Dosage: One tablet dsily as
recommended in enclosed detailed
product information.

Store at controlied room temperature
15°-30°C (59°-86°F).

Manufactured for
SCS Pharmaceuticals, Chicago IL 60680 USA
By Syntex (F.P.) Inc., Humacao PR 00791

NO VARNISH-CODE DATE AREA

Trivora-28

{levonorgestrel and ethinyl
estradiol tablets, USP) -
Triphasic Regimen

Tablet Dispenser
6 units of 28 tablets
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‘Tablets
"0905-0291-28

vivora-28

‘onorgestrel and ethinyl
-adiol tablets, USP) -

rhasic Regimen

blue tablet (6) contains levonorgestrel 0.05 mg
thinyl estradiol 0.03 mg, each white tablet (5)
ins levonorgestrel 0.075 mg and ethinyl

liol 0.04 mg, each pink tablet {10) contains
orgestrel 0.125 mg and ethinyl estradiol 0.03 mg
ach peach tablet (7) contains inert ingredients.

Jet Dispenser

'8 of 28 tablets

'on: Federal law prohibits
nsing without prescription.

I Dosage: One tablet daily as
wnended in enclosed detailed
ict information.

' &t controlied room temperature
7°C (59°-86°F).

factured for
>harmaceuticals, Chicago IL 60680 USA
‘ntex (F.P.) Inc., Humacao PR 00791

Trivora-28

{levonorgestrel and ethinyl
estradiol tablets, USP) -
Triphasic Regimen

Tablet Dispenser
6 units of 28 tablets

3 0905-0291-28 *

SCS Pharmaceuticals
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TRIVORA®-21 AND 28 TABLETS HOW TO USE THE BLISTER CARD
llevonorgestrel and ethinyl estradiol tablets, USP} . Triphasic Regimen

THE FIRST MONTH )

STEP 1—Find the day habet strip (see other side) that starts with the day of the week your period

ins. {The first day of your period is the day you begin blseding or spotting, even if itis almost
midnight when blseding begins )
STEP 2—Pes! that day label strip and place it on the top of the blister card across the area where
each day of thy woek is noted. Make sure each da; of the week is directly above s row of pilis. For
example, if your period beginson s Tuesday, pick the day label strip that stares with Tuesday and
stick it on the blister card on 1op of the days of week words. Throw away the day label strips you are
not using.
STEP 3—0r the first day of your period, take the first blue pill from the 1op row just to the right of
Week 1 Each day take one pill, irom jeft 10 right, following the days of the week as shown on the
day label ax the 10p of the card. When You have taken akf the pills in Week g0 on to Week 2,
Continue to take one pill 9ach day (from ioft 10 right) as you did in the lirst wesk Then 90 on to Week
3 and, i taking 28 day tablets, week 4 (peach tablets) continuing to take each pill in the proper order.

day labe

S S LT
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TRIVORA®-21 AND 28 TABLETS HOW TO USE THE BLISTER CARD
{levonorgastrel and ethinyl estradiol tablets, USP) - Triphasic Regimen

le

- MON TUE WED THU FRI SAT SUN
TUE WED THU FRI SAT SUN MON

- WED THU FRI SAT SUN MON TUE
THU FRI SAT SUN MON TUE *NED
FRI SAT SUN MON TUE WED THU
SAT SUN MON TUE WED THU FRI
SUN MON TUE WED THU FRI SAT

FOR USE WITH DAY 1 START REGIMEN ONLY
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WHEN TO START THE FIRST PACK OF PILLS

You have a choice of which 03y 10 Start taking your tirst pack
of pilis. Decide with your doctor or chre whien i he best gay
for you. Pick a time of day which will be easy 1o remember
DAY 1 START:

1. Take the first “active” biue pill of the first pack during the
first 24 hours ot your period.

2. You will not need 1o use a back-up method of birth con-
trol, since you are starting the pili at the beginning of your
period.

SUNDAY START:

- Take the first “active™ bive pill of the first pack on the

L] r u . @ven if you are still bieea-
ing. if your pernod begns on Sunday, start the pack that
same day.

2. Use angther ntrol as a back-up method
if you have sex anytme from the Sunday you start your
first pack untd the next Sunday (7 days). Condoms, foam,
Of the sponge are 9ood back-up methods of birth control.

WHAT TO DO DURING THE MONTH
- TAKE ONE PRLL AT THE SAME TIME EVERY DAY UN'I‘ll:

THE PACK tS

Do not skp pis even if you are spotting or bleeding

between monthly penods or feel sick 10 your stomach

(N3usea).

Do not skip pikts even if you do not have sex very often.
2. WHEN YOU AINISH A PACK OR SWITCH YOUR BRAND

OF PILLS:

23 pllls: Wait 7 days 10 start the next pack. You will prob-

ably have your period dunng that week. Be sure that n

more than 7 days pass between 21-day packs. -

28 pills: Swart the next pack on the day after your last

“remunder” pill. Do not wait sny days between packs.

WHAT TO DO IF YOU MISS PILLS

If you MISS 1 blue, white or pnk “actve” pill: .
1. Take it as S00N s you remember. Take the next pill at your
regular time. This means you may take 2 pills in 1 day.

2. You do not need o use a back-up birth controt method if

Yyou have sex.
it you MISS 2 biue or white "active” pills in a row in WEEK
1 OR WEEK 2 of yow pack:
1. Take 2 pills on the day you remember and 2 pills the next
day.

2. Then take 1 pill a day untii you finish the pack.

3. You MAY BECOME PREGNANT if you have sex in the
7 days afier you miss pilis. You MUST use another birth
control method tsuch as condoms, foam, of sponge) as a
back-up for those 7 days.

I you MISS 2 pink “active” PiIs in a row in THE 3rd WEEK:

1. ¥ you are a Day 1 Starter:

THROW OUT the rest of the Pill pack and start a new pack
that same day.

N you are a Sunday Starter:

Keep taking 1 pili every day until Sunday.

On Sunday, THROW OUT the rest of the pack and start a
new pack of pills that same day.

2. You may not have your period this month but this is
expected. However, if you miss your period 2 months inra
row, call your doctor or clinic bacause YOou might be
pregnant.

3. You MAY BECOME PREGNANT if you have sex in the
7 days after you miss piks. You MUST use another birth
control method {such as condoms, foam, or sponge) as a
back-up for those 7 days.

f you MISS 3 OR MORE biue, white or pink “active” pills in
a row {(during the first 3 weeks): .
1. ¥ you are & Day 1 Starter-

THROW QUT the rest of the pill pack and start a new pack

of pills that same day.

¥ you are » Sunday Starter:

Keep taking 1 pil every day until Sunday.

On . THROW OUT the rest of the pack and start a

new pack of pis that same day.

2. You may not have your penod this month but this is
expected. However, it you miss your period 2 months in a
Tow, call your doctor of chnic because you mught be preg-
nant.

3. You MAY BECOME PREGNANT if you have sex in the
2 _days after you muss pilks. You MUST use another birth
control method (such as condoms, foam, or sponge) as a
back-up for those 7 days.

A REMINDER FOR THOSE ON 28-DAY PACKS:
lfmubrgetmyolvw?paad\'mmmr'pmshWeekdz
THROW AWAY the pills you missed.
Keepukng1piheachoaymlimepacknsmw.

You do not need a back-up Method.

MV.‘VOUMESTI.LMTMWTTODO
ABOUT THE PILLS YOU HAVE MISSED:

Use a BACK-UP METHOD OF BIRTH CONTROL anytime yeu
have sex.

KEEP TAKING ONE “ACTIVE~ PILL EACH DAY untl you can
talk 10 yOur JOCKOr O Chc.

Missed periods, spotting or iogna..
At tmes, you may not have a peri fier you have completed
a pack of peis. If you miss 1 penod but you have tasken the
pilis exactly as you were supposed to, continue as usual into
the next cycle. If you have not taken the pills correctly, and
have missed a period, you may be pregnant and you should
stop taking the pill until your doctor or chnic determines
whether or not you afe pregnant. Untit you can talk to your:
doctor or clinic, use an appropriate back-up birth control
method. If you miss 2 consecutive periods, you should stop
taking the pill until it is determined that you are not pregnant.
Even it spotting or light bleeding should occur, continue
taking the pill according to the schedule. Should spotting or
light bieeding persist, you should notify your doctor or clinic.
Stopping the lbofonw'vworprolonudbodrpn
If ;:Jp.a':g sch:d“uled for surgery or you need to stay in bed
for a iong period of time you should tell your doctor that you
are on the pill. You should stop taking the pill 4 weeks before
YyOour operation 10 avoid an increased risk of blood clots. Talk
o your doctor about when you may start taking the pill again.
the after
After you havep:‘baby itis advisable to wait 4-6 weeks before
s13rtng 10 take the o Talv to vour doctor about when vou




EXPECIES MIIWE VS, o Yus (dd e = o
row, call your doctor of chniC pecause you Imugnt be piey-

nant.

3. You MAY BECOME PREGNANT if you have sex i the
7 days atter you fuss pills. You MUST use another birth
control method isuch as conooms, foam, of sponge) as a
pack-up for those 7 days

A REMINDER FOR THOSE ON 28-DAY PACKS:

If you forget any of the 7 peach “reminder” piis N Week 4:
THROW AWAY the pilis you missed.

Keep taking 1 pif gach day until the pack 1S empty

You do not need a back-up method

FINALLY, IF YOU ARE STILL NOT SURE WHAT TO DO
ABOUT THE PILLS YOU HAVE MISSED:

Use a BACK-UP METHOD OF BIRTH CONTROL anyume ycu
have sex.

KEEP TAKING ONE “ACTIVE™ PILL EACH DAY unti you can
1alk to your doctor of clinic.

i periods, spotting or light

Al times, you May not have a penod atter you have compieted
a pack of piils. |t you mss 1 panod but you have taken the
pills exactly 85 you were supposed o, continue as usual into
the next cycle. It you have not 1aken the pills correctly, and
have missed a perod. you may be pregnant and you should
stop taking the pi until your 9octor Of chnic determines
whether of not you are pregnant. Untit you can talk to your
doctor of chnic, use an 8pproprate back-up birth control
method. Hf you rmuss 2 consecutwve periods, you should stop
taking the pill until it S determuned that you are not pregnant.

Even if spotting Or mght Dieecdng should occur, continue
taking the pill according to the schedule. Should spotting of
light bleeding persist, you should notify your doctor of chinic.
swppinoﬂnpillbdonwmrvorpkudmt
If you are scheduled for surgery of you need to stay in bed
for a tong period of time you should tell your doctor that you
are on the pill. You should stop 1aking the piH 4 weeks betore
your operation 1o avoid an increased risk of blood clots. Talk
to your doC1or about when you may start taking the pill again.
Starting the pill after pregnancy
After you have a baby 1t 1 advisabie 10 wait 4-6 weeks before
starting 1o take the pill. Talk to your doctor about when you
may start wking the pdl after pregnancy.

Pregnancy due to pill failure
When the pW is 1aken correctly. the expected pregnancy rate-
is approximately 1% (e, 1 pregnancy per 100 women per
year). \f pregnancy Occurs while taking the pill, there is littie
risk 10 the fetus. The typical failure rate of large numbers of
pill users is less than 3% when women who have missed pills
are included. If you become pregnant, you shoukd discuss your
pregnancy with your octor.

after stopping the pill
There may be some delay becoming pregnant after you Stop
taking the pill, especially i you had irreguiar periods before
you started using the pil. Your doctor may fecommend that
you delay becoming pregnant until you have had one or more
reguiar periods.

There does not appear to be any increase in birth defects
in newborn babies when pregnancy OCCus SOON after stop-
ping the pill.

Overdosage

There are no reports of serous #ness of side effects in young
children who have swallowed a large number of pills. In adults,
overdosage may Cause nausea and/or bleeding in ternales. In
case of overdosage, contact your doctor, chinic or pharmacist.
Other information

Your doctor or clinic will ke a medical and famity history and
will examine you before prescribing the pill. The physical
examination may be delayed to another time if you request it
and the health care prowder believes that it is a good medical
practice 10 postpone it. You should be reexamined at least
once a year. Be sure 10 inform your doctor of clinic if there is
a tamily history of any of the conditons listed previously in
this leatiet. Be sure 10 keep al sppointments with your doctor
or clinic because this is a time 10 deterrmune if there are early
signs of sde effects from using the pil.

Do not use the pil for any condition other than the one for
which it was prescribed. The pill has been prescrived specif-
ically for you, do not give it 1o others who may want birth con-
trol pills.

It you want more informabon about birth control pilts, ask your
doctor or chinic. They have a more technical leafiet called
PHYSICIAN LABELING which you might want 10 read.

Store 8t controlled room temperature 15*-30°C 159°-86°F).

a4 iaad
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Trivoia®-21 Tablets ]
tlevonorgestrel and M estradiot tabists, USP) - triphasic regimen
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BRIEF SUMMARY

Trivora®-21 Tablets: Each Diue tablet (6) contans ievonor-
gestrel 0.05 Mg and ethiny: estradol 0.03 mg. each white
tblet (5) contains kevonorgestret 0.075 mg and ethinyl estra-
&0l 0.04 Mg ana each pink tabiet (10) contains )gvonorgestre!
0.125 mg and ethiny! @SIracol 0.03 mg.

Trivora®-28 Tablets: Each blue tblet 16 contans levonor-
gestret 0.05 mg and ethinyl estradiol 0.03 mg, sach white
1ablet {5) contains levonorgestrel 0.075 mg and ethinyl estra-
diol 0.04 mg, each pink tablet (10) contans ievonorgestrel
0.125 mg and ethinyl @stradiol 0.03 mg and each peach tabiet
(7) contains inert ingredsents.

Oral contraceptves. aiso known as “birth cortrol pilis™ or “the
pll” 3re taken to pEVeNt pregnancy and, when taken €Or-
fectly, have a falure rate of about 1% per year when used
without messing any pils. The Typical failure rate of targe num-
bers of pil users 15 ©5S than 3% per year when women who
riss pilis are ncluced. For most women, ofal contracepives
are aiso free of senous or unpleasant side effects. However,
forgetting 10 1ake Ddis cons:gerably increases the chances of

~ For the maprity of women, oral contraceptives can be taken

utew,mwswmmnmmatmgnnskof

developing cernan $enous that can be kfe:

ing or may cause 1emporary of permanent disabinty. The risks

associated with taking ofal contraceptives ncrease signifi-

cantly if you:

« + Smoke

+ Have high biocod p or high ¢ ol

« Have or have had cictong disorders, hesrt antack, stroke,
angina pectons, cancer of the breast or sex 0rgans, jaun-
dice or makgnant or benign liver tumors

You should not take the pill if you suspect you are pregnant
or have ined vaginal bleeding

mmmmm&o'udousur-

diovascular side effects from oral contraceptive use.

‘I'hnmkmwiﬂtmandwﬁhuwmoking

(‘ISNMeigamtuporhw:ndhmankodin

mwasnanolm.Wummuuml
ives are Iy advised not to smoke.

Most side effects of the pill are not serious. The most
common such effects are nausea, vomiting. bieeding between
menstrual periods, weight gain, breast 1enderness and diffr-
culty wearing contact lenses. These sile effects, especially
n?usea and vomiting, may subside within the first 3 months
of use.

The serious side effects of the pill occur very infrequently,
especially if you are in good health and are young. However,
you should know that the following medical conditions have
been associated with or made worse by the pill:
+. Blood clots in the legs (thrombophlebitis) or lungs {puimo-

nary embolism), stoppage or rupture ot a blood vessel in

the bran (stroke), blockage of blood vessels in the heart

(heart attack Of angina pectoris), eye of other organs of the

body. As mentioned above, smoking increases the fisk of

heart attacks and Strokes and subsequent serious medical
°consequences.

2. Liver tumors, which may rupture and cause severe bleed-

ing. A possible but not definite association has been found

+with the pill and lver cancer. However, fiver cancers are

extremety rare. The chance of developing tiver cancer from

using the pill is thus even rarer.
3. High blood pressure, aithough blood pressure usually
retwrns 10 normal when the pill is stopped.

The symptoms associated with these senous side etfects are
discussed in the detailed leatiet grven 10 you with your supply
of pais. Notify your doctor of health care provider if you notice
any unusual physical disturbances white taking the pill. in addr
von, drugs such as rifampin, as well as some anti-convulsants
and some antiotcs, may decrease ofal contraceptive effec
twveness

Stuckes to date of women taking the pil have not shown
an ncrease m the incidence of cancer of the breast or cervix.
There 5. however, misufficient evidence 10 rute out the possi-
beity that the pit may Cause Such cancers. Some studies have
reported an ncrease in the risk of developing breast cancer,
parucularty 3t @ younger age. This ncreased risk appears 10
be related to duration of use.

Taking the pill provides some important non-contraceptive
health benefits. These nciude ess painful menstruation, less
menstruat biood loss and anemia, fewer pelvic infections and
fewer cancers of e ovary and the kining of the uterus.

Be swe to discuss any medical condition you may have
with yous health care provader. Your health care provider will
1Bke a medcal and tamily history betore prescribing oral con-
traceptives and will @xaming you. The physical examination
may be delayed to snother time if you request it and the health
care provider believes that itis 3 good medical practice to post-
pone it. You should be reexamined at least once a year while
taking oral T The iled patient information
leatiet gives you further information which you should read
and discuss with your health care provider.

This product (ke all oral ives) is ded t0
prevent pregnancy. it does not ‘protect against transmis-
sion of (AIDS) and other 1 itted di

such s mydia, genital herpes, genital warts, gonor-
rhea, is B, and syphilis.

HOW TO TAKE THE PILL

IMPORTANT POINTS TO REMEMBER

BEFORE YOU START TAKING YOUR PILLS:

). BE SURE TO READ THESE DIRECTIONS:
Before you start taking your pills.
Anytime you aré not sure what t0 do.

2. THE RIGHT WAY TO TAKE THE PILL IS TO TAXE ONE PiLL
EVERY DAY AT THE SAME TIME.

1 you miss pills you could get pregnant. This includes start-
ing the pack late.

The more pills you miss, the more likgly you are to get
pregnant.

3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING,
OR MAY FEEL SICK TO THEIR STOMACH DURING THE
FIRST 1-3 PACKS OF PILLS. . )
I you feel sick to your stomach, do not S1op taking the pill.
The problem will usually go away. if it doesn't QO away,
~hark with vour doctor or clinic.
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UacepuveS and win €XAMINE yOu. 1NE DNySiCa: ExAMINGLD:
may be delayed 10 another time if you request it and the health
care provioes beneves that it1s a good medical practice to post- .
pone 1. You shoukd be reexamined at ©ast once a year while -
- aking oral contraceptves. The detailed patent information
ieafiet gives you furtner informauon which you should read
f and discuss with your healfth care prov-der

This product (like ali oral i d to
provont pregnancy. it does not prouct mnnst mnunu-
sicn of HIV (AIDS) and other

such as chlamydia, genital herpes, gcmd warts, gonor-
rhea, hepatitis B, and syphilis.

HOW TO TAKE THE PILL

IMPORTANT POINTS TO REMEMBER

BEFORE YOU START TAKING YOUR PILLS:
. BE SURE TO READ THESE DIRECTIONS:
Before you start taking your pills.
Anytime you are not sure what to do
2. THE RIGHT WAY TO TAKE THE PiLL 1S TO TAKE ONE PIiLL
EVERY DAY AT THE SAME TIME.
If you muss pilis you could get pregnant. This includes start-
ing the pack late.
. . . . The more pills you nmuss, the more kkely you are to get
i v pregnant.
- 3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING,
OR MAY FEEL SICK TO THEIR STOMACH DURING THE
FIRST 1-3 PACKS OF PILLS.
If you feei sick to your stomach, do not stop taking the pill. . .
. L - The problem will usually go away. If it doesn't go away, ' e
-t Ve - - ce - check with your gOCIOf of chnic. Lo L - .

4. MISSING PILLS CAN ALSO CAUSE SPOTTING OR LIGHT

BLEEDING, even when you make up these mussed pills.
- On the days you take 2 pais to make up for missed pills,
: you could also feel a littie sick to your stomach.

5. IF YOU HAVE VOMITING OR DIARRHEA, for any reason,
or {F YOU TAKE SOME MEDICINES, incluckng some anti-
biotics, your pills may not work as wel.

Use a back-up method (such as condoms, toam. or sponge)
until you check with your doctor or chiniC.

6.-IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE
PILL, talk t0 your doctor or cknic about how to make pill-
taking easier or about using another method of birth
control.

7. IF YOU HAVE ANY QUESTIONS OR ARE UNSURE ABOUT
THE INFORMATION IN THIS LEAFLET, call your doctor or
clinic.

BEFORE YOU START TAKING YOUR PILLS

1. DECIDE WHAT TIME OF DAY YOU WANT TO TAKE YOUR
PILL.
It is #mportant to take it at about the same time every day.
2. LOOK AT YOUR PILL PACK TO SEE IF IT HAS 21 OR 28
PILLS:
The 21-pill pack has 21 “active” biue, white and pink piits
(with hormones) 1o take for 3 weeks, followed by 1 week
without pills.
The 28pill pack has 21 ~active” bive, white and pink pilis
(with hormones) to take for 3 weeks, followed by 1 week
of reminder peach pills (without hormones).
3. ALSO FIND:
1) where on the pack to start taking pills,
. -~ 2) in what order 10 take the pilis and
3) the week numbers as shown in the picture below.

- Active Pili Colors: Blue, White and Pink

Trivoes®-21 Tablets
SUN MON TUE WED THU PRI SAT

[ HB6BE
rcclolele)
2200000

Active Pili Colors: Blue, White and Pink
Reminder Pill Color: Peach

BOESEY
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4. BE SURE YOU HAVE READY AT ALL TIMES:
ANOTHER KIND OF BIRTH CONTROL tsuch as condoms,
toam, of Sponge) 10 uSe as a back-up in Case you MiSS Pills.
AN EXTRA, FULL PiLL PACK.
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SCS Pharmacsuticals

\‘ﬁ'nvora -21 Tablets
Tnvora '-28 Tablets

{levonorgestrel and ethinyl estradiol tablets, USP)—
triphasic regimen

052, /o

&0,

Pati hould be led that this p does not protect
against HIV infection (AIDS) and other Ity itted di
ORAL CONTRACEPTIVE AGENTS WARNINGS
DESCRIPTION g the risk of
Trivora-21 Tablets provioe an orai cor g of side effects from oral contraceptive use.

6 biue tablets foliowed by 5 white tablets and 10 pink
tabiets. Each biue tablet contans levonorgestrel 0.05 mg
and ethinyl estradiol 0.03 mg, each white tablet contains
levonorgestrel 0.075 mg and ethinyl estrackol 0.04 mg and
each pink tablet contains levonorgestrel 0.125 mg and
ethinyl estradiol 0.03 mg

Trivora-28 Tablets provide a continuous oral contracep-
tive regimen of 6 bive tablets, 5 white wabiets, 10 punk
tablets and then 7 peach tablets. Each biue wbiet

This risk incressss with age end with heevy smok-
hg('Is-md'-n-pudlvlndhm
muhdhm'nrﬁmolmm

¢. Corsbrovascular disesses
AN Incresse m both the relalve anc amrputatie sas o
cerebrovascular events (tArOMDCLC 3nd hemernag o
Strokes) has been shown i~ users Of orai contracectives
in general. the nsk 1S greatest among oige’ >35 vears
hyDertensive women wno a1s0 SMoke  Hypertensior was
found to be 8 nsk factor tor DOtN uSers anc NON-use’s 1¢°
Doth types of stToxes while Smoking interacted to ncrease
the nsk for hemormmag:ic strokes 34

In a large SwWOy. the relatve nsk of thrombouc SIrokes
has been shown to range from 3 for normotensive users
1o 14 tor users with severe nypertension.38 The relative nsk
of hemorrhagic stroke s reported 1o be 1.2 for non-smok-
ers who used oral contraceotives, 2.6 for smokers who did
not use orel contraceptives, 7.6 for smokers who used oral
contracepuves, 1.8 for normotensive users and 25.7 for
users with severe hypertension.35 The attributable nisk atso
5 grester in women m their mid-thirties or older and among
smokers 3
d. Dose-reisted risk of vescular disease from oral

contraceptives

A positive 3ssociBlion has been observed between the
amount of estrogen and progestogen N Oral contraceptves
and the risk of vascular disease 36-38 A deciine in serum
high-density lipoproteins (HDL) has been reportea witr
many progeslanonal agents.22-24 A deciine in serum high-
density lipop has been with an increased
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The use of oral contracep! 1S with
increased risks of several Senous CoNGIONS INCIuGNg Myo-

levonorgestrel 0.05 mg and ethinyl estradiot 0.03 mg, each
white tabiet contains levonorgestrel 0.075 mg and ethinyl

cardial # n. stroke. hepatic nec-

plasia, and galibladder thsease, sithough the nsk of swas .

morbidity Of MONality 18 very small m heeitin, women win.

es--ngiol 0.04 mg, each pmk tablet gesTTe
f  , mg and ethinyl estradiol 0.03 mg and each peach
Laiet contains inert ingredients.

Levonorgestrel is a totally synthetic progestogen with the
chemical name {(-}-13-Ethy17-hydroxy-18,19-dinor-17a-
pregn-4-en-20-yn-3-one. Ethinyl estradiol is an estrogen with
the chemical name 19-Nor-17a-pregna-1,3,5(10)-trien-20-
yne-3,17-diol. Their structural formuiae follow:

acH

LEVONORGESTREL ETHINYL ESTRADIOL
C21Hz0; CaoH2402
M.W. 31245 M.W. 296.41

The inactive mgred»ems presant in all the tablets are lac-
tose m m . powdone, starch
{eorn) plus the 'ollowmg ayes:

Blue tablet: FD&C Blue #1

Pink tablet: FD&C Red #40

Peach tablet: FDAC Yellow #6

CUINICAL PHARMACOLOGY
Combination oral v act by suppression of
gonadotrophins. Although the primary mechanism of this
action is inhibition of ovulation, other aiterations include
changes in the cervical mucus (which increase the difficuity
of sperm entry into the uterus) and the endometrium
{which may reduce the likelihood of impiantation}.

INDICATIONS AND USAGE
Oral contraceptives are indicated for the prevention of
Pregnancy in wornen who elect to use thes procuct es
method of contraception.

Oral cor are highly ett . Table | ksts the
typical accidental pregnancy rates for users of combmaton
oral contraceptives and other methoas of contracepton.!
The efficacy of these contraceptive methods. exceot ster-
ilization, depends upon the rekability with whach they are
used. Correct and consistent use of methods can result in
lower failure rates.

TABLE I: PERCENTAGE OF WOMEN EXPERIENCING A
CONTRACEPTIVE FAILURE DURING THE FIRST YEAR OF
PERFECT USE AND FIRST YEAR OF TYPICAL USE

% of Women Expenencing an Acadents!
Pregnancy withe the Fxst Yeer of Use

Method Typecal Use  Perfect Used
Chance 85 85
Spermicides 21 6
Penodic abstinence 20 1-9
Withdrawal 19 4
Cap -

Parous 36 26

Nulliparous 18 9

Cmmmmn

out undertying nsk factors. The nsk of mortadity and mor-
tality increases significantly i the presence of omer under-
tying risk factors such as hypertension, hyperkpidermias,
hypercholesterolemia, obesity and diabetes 2-5

Practitioners prescribing oral contraceptives should be
familisr with the following information relating to these
risks.

The information contained in this package insert is prin-
cipally based on studes carned out in patients who used
oral contraceptives with higher formulations of both estro-
gens and progestogens than those in common use today.
The effect of long-term use of the oral contraceptives with

HOL . the net eftect of an oral conlra-
ceptive depends on a balar\ce achieved between doses of
estrogen and progestogen and the nature and absolute
amount of p 1$ used in the cor . The
amount of both hormones should be considered in the
choice of an oral contraceptive.3”

Minimizing exposure to estrogen and progestogen is in
hwesng with good principies of therapeutics. For any par-
tcwar estrogen/progestogen combination. the dosage reg-
mmen prescribed should be one which contains the ieast
smount of estrogen and progestogen that i1s compatible
with a low failure rate and the needs of the ndividuai
patient. New acceptors of oral contraceptive agents should
be started on prepatations containing the lowest estrogen
content that produces satistactory results tor the individual.
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There are three studies which have shown of
risk of vascular disease for ever-users of oral contracep-
nves 17.3440 In a study in the United States, the nsk of

l iai infarction after discontinuing oral

lower formulations of both and pr
remains to be determined.
1t thes labeling, studies reported

are of two types: retrospective or case control studies and
prospective or cohort studies. Case control studies provide
a measure of the relative risk of a disease. Relative risk,
the rano of the incidence of a diseasae among orsl contre-
CODTvE USErs 1O That AMONY NON-USETS. CANNOL be
dwectly from case control studwes, but the odds ratio
obtaned 12 3 measure of reistive risk. The relative risk does
not provide information on the actual clinal occurrence of
a cisease. Cohort studves provide not only a measure of
the reiative nsk but a measure of attributable risk, which
is the diff in the nc of desease b oral
users and . The attributable risk
does provide information about the actual occurrence of a
disease in the population. (Adapted from ref. 12 and 13 with
the author's permission.) For further information, the reader
is referred to a text on epidemiological methods.

An i risk of ial ir has been attrib-
uted to oral contraceptive use. This risk is primarily in
smokers of women with other underlying risk factors for
coronary srtery disesse such as hypertension, hypercho-
lesteroiemes. morbid obesity and diabetes.2-5.13 The rela-
tive rsk of heart sttack for current oral contraceptive users
has been estimated to be 2 10 6.2.14-19 The risk is very low
under the age of 30. However. there is the possibility of a
fisk of carceovascular chsesse even in very young women
who take om comraceptives.

with oral

use has

contraceptives persists for at least 9 years for women
40-43 years who had used oral contraceptives for 5 or more
years, but this increased risk was not demonstrated in other
age groups 7in another study in Great Britain, the nsk of
lar disease tor at least 6
years aher wation of oral cor . aithough
excess risk was very small40 There is a significantly
mcreased relative risk of subarachnoid hemorrhage after ter-
mination of use of oral contraceptives.3¢ However, these
Stuches were performed with oral contraceptive formuls-
tions tontaining 50 g or higher of estrogen.
2 ESTIMATES OF MORTALITY FROM
CONTRACEPTIVE USE
One study gathered data from a variety of sources which
have’estimated the mortality rates associated with differ-
ent methods ot contraception at different ages (see
Table 14! These estimates include the combined risk of
death with r plus the risk
attributable to pregnancy in the event of method failure.
Each method of contraception has its specific benefits and
risks. The study conciuded that with the exception of oral
contraceptive users 35 and older who smoke and 40 and
older who do not smoke, mortality associated with all
methods of birth control is low and bslow that asscciated
with childbirth. The observation of a8 possible increase in
sisk of mortality with age for oral contraceptive users is
based on data gathered in the 1970s—but not reported in
the U.S. until 1983.16.41 However, current clinical practice
invoives the use of lower estrogen dose formulations com-
bined with careful » of oral cor use to
women who do not have the various risk factors listed in
thls iabeling.

been shown 10 contribx y to the i of
rrvocardial snfarcoons in women in their mid-thirties or older,
with smoking accounting for the miajority of excess cases.20
Mortakty rates associsted with circulatory disease have
been shown to incresse substantislly in smokers over the
ageovssmmmmogaofwamong
wormen who use oral contraceptives (see Tabie 11).16

of these n and, also, by
of some limited new data which suggest that the risk of
cardiovascular disease with the use of oral contraceptives
may now be less than previously observed.”.7® the Fertil-
ity and Maternal Heaith Drugs Adwisory Committee was
asked 10 review the topc in 1989. The Commitiee con-
cluded that aithough cardvovascuiar cisease rnisks may be

TABLE ¥: CIRCULATORY DISEASE MORTALITY RATES
PER 100,000 WOMAN YEARS BY AGE, SMOKING STATUS
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istions). there are greater hesith nsks
with pregnancy in oidet women and with the siternatrve
surgecal and medical procedures which may be necessary
if such women do not have access to eftective and accept-
able means of contraception.

Therefore, the Committee recommended that the bene-
fits of oral contraceptve use by heslthy non-smoking
women over 40 may outweigh the possihie nsks. Of course,
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Pink tablet. FD&C Req #40
Peach tablet: FDAC Yeliow #6

CLINICAL PHARMACOLOGY

-C Y oral conu act by suporession of
gonadotrophins. Although the pnmary mechanism of this
acton s nhibr of ik \, other inciude

changes m the cervical mucus (which mcrease the difficulty
of sperm entry into the uterus) and the endometnum
fwhich may reduce the likelihood of impiantation)
WNDICATIONS AND USAGE
Orai are for the p of
pregnancy in women who efect 10 use this product as a
method ot contraception.

Oral P are highly effi . Table | lists the
typical accidentsi pregnancy rates for users of combination
oral cor i and other of ion.!

The efficacy of these contraceptive methods, except ster-
ilization, depends upon the reliability with which they are
used. Correct and consistent use of methods can resuit in
lower failure rates.

TABLE I: PERCENTAGE OF WOMEN EXPERIENCING A

CONTRACEPTIVE FAILURE DURING THE FIRST YEAR OF
PERFECT USE AND FIRST YEAR OF TYPICAL USE

% of Women Expenencing an Accgental
Pregnancy within the First Year of Use

Method Typical Use* Perfect Used
Chance 85 85
Spermicides Al €
Periodic abstinence 20 1-9
Withdrawal 19 4
Cap . -

Parous 36 26

Nulliparous 18 9
Sponge

Parous 36 20

Nulliparous 18 9
Diaphragm 18 6
Condomn

Female bl 5

Male 12 3
Pill 3

Progestin only 0.5

Combined 01
o

Progesterons 2 1.5

Copper T 3B0A 08 06
Injection (Depo-Provera) 0.3 03
implants (Norplant) 0.09 0.09
Female sterilization 04 04
Maie sterilization 0.15 0.10

Adapted with permission®,

2Among typical couples who initiste use of a method (not nec-

essarily for the first time), the percentage who expenence sn

- accidental pregnancy during the first year if they do not stop use
for any other reason.

BAmong couples who initiste use of a method (not necassarity

for the first ume) and who use it perfectly (both consistently and

¥). the 9e who an preg-
nancy during the first yeer it they do not stop use for any ather
resson.
CONTRAINDICATIONS

Oral contraceptives should not be used in women who have

the following conditions:

* Thrombophlebitis or thromboembolic disorders

® A past history of deep vein thrormbophiebitis or throm-
boembolic disorders

* Cerebral vascular or coronary artery disease

¢ Known or suspected carcinoma of the breast

* Carcinoma of the endometrium o other known or sus-
pected estrogen-dependent neoplasia

® Undiagnosed abnormal genital bleeding

* Cholestatic jaundice of pregnancy or jaundice with prior
pill use

* Hepatic adenomas, carcinomas or benign kver tumors

* Known or suspscted pregnancy

ne relative sk but 3 measure of atnoputabie nisk, which
is the difference in the ncioence of disease between oral
contraceptive users and non-users. The atinbutable nsk
does provide informaton about the actual occurrencs of a
disease in the population. (Adapted from ref. 12 and 13 with
the author’s perrmission.) For further informabon. the reader
is referred 10 a text on epidemiciogical methods.

1. THROMBOEMBOLIC DISORDERS AND OTHER
VASCULAR PROBLEMS
a. Myocardisl Infarction
An i risk of i ion has been attrib-
uted to oral contraceptive use. This risk 15 pnmarily in
smokers of women with other underlying risk factors for
coronary artery disease such as hypertension, hypercho-
lesterolemia, morbid obesity and diabetes.2-5.13 The rela-
tive risk of heart attack for current oral contraceptive users
has been estimated 10 be 2 0 6.2.14-19 The risk is very low
under the age of 30. However, there is the possibiity of a
risk of cardiovascular disaase even in very young wormen
who take oral contraceptives.

Smoking in Y with oral use has
been shown to contribute substantally to the ncdence of
myocardial infarcons in women m therr mid-tharbes or olger,
with smolong accounting for the majority of excess cases 20

Mortaity rates associated with circulatory cksease have
been shown to increase substantially in smokers over the
8ge of 35 and non-smokers over the age of 40
women who use oral contraceptives (see Table 11).16

2. ESTIMATES OF MORTALITY FROM
CONTRACEPTIVE USE

One stuoy gathered data from a vanety of sources whicn
have estmated the mortsinty rates associatea with ditfer-
ent methods of contraception at different ages Isee
Tabie IIN4° These estmates inciude the combinea nsk of
0eatn 3sSOCIated with CONtraceptive MEhods plus the nsk
annbutatie 10 PDregnancy it the event of Method faiure
Each methoa of contraception has s specific benefits ang
nsks. The stugy conciuded that with the exception of orai
contraceptive users 35 and oioer wno smoke and 40 anc
older who do not smoke, monairty associated with ali
methods of birth controi is low and below that associated
with childbirth. The observation of a possible increase n
risk of mortality with age for oral contraceptive users Is
based on data gathered in the 1970s—~Dbut not reported n
the U.S. until 1983 16.41 However, current cliricat practice
invoives the use of iower estrogen dose formulations com-
bmed with careful 1 of orai cor usa to
women who do not have the vanous nsk factors Iisted in
s labeling.

Bacausa of these changes in practice and, aiso, because
of some limned new data which suggest that the risk of
cardiovascular disease with the use of oral contraceptives
may now be less than praviously observed.’8.79 the Ferti-
ity and Maternal Hesith Drugs Adwisory Committee was
asked to review the topic in 1989. The Committee con-
Cluded that although cardiovascular disease risks may be
[ with oral cor use after age 40 in healthy

TABLE Ii: CIRCULATORY DISEASE MORTALITY RATES
PER 100,000 WOMAN YEARS BY AGE, SMOKING STATUS
AND ORAL CONTRACEPTIVE USE

B Evwrvien o
B Ever-ueers (§makere) B Comrois (Smekers)

Mortality Rate (No. of deatha/
100,000 woman years)
8

15-24 28-34 B

Adapted from P.M. Layde and V. Beral. Tabie V16

Orat contraceptives may compound the effects of weli-

known nisk factors such as hypertension. diabetes. hyper-
nes. hyperct 13, 8ge and obesity..13.2! |n

particular, S0Me Progestogens are known to decrease HDL

cholesterol and cause giucose intolerance, while

may create a state of hyperinsulinism 21-25 Orai contra-

ceptives have been shown to mncrease biood pressure

00 sk factors have been associsted with an increased risk
of heart disesse. Oral contraceptives must be used with
mutionmwomenwnhwd’ovascularmmhgus.
b.
An increased risk of thromboembolic and thrombotic drs-
ease associated with the use of oral contraceptives is well
established. Case control studies have found the relative
risk of users compared to non-users 1o be 3 for the first
episode of superficial venous thrombosis, 4 to 11 for deep
vein thrombosis or pulmonary embolism, and 1.5 to 6 for
women with predisposing conditions for venous thrombo-
embolic disease.12.13.26-31 Cohort studies have shown the
relative risk to be somewhat lower, about 3 for new cases
and about 4.5 for new cases requiring hospitalization 2 The
risk of thromboembolic disease due to oral contraceptrves
is not related to length of use and disappears after pil use
is stopped.12

A 2- to 6-fold increase in relative risk of Ppost-operatve
thromboembolic compixcations has been reported with the
use of oral contraceptives. The relatrve risk of venous
thrombosis in women who have predisposing conditions is
twice that of women without such medicai condions 63 If
feasiie, orai shouid be at leest
4 weeks prior 10 and for 2 weeks after elective surgery
and during and following . Since
the immediate postpartum period aiso is associated with

non-smoking women (even with the newer low-dose formu-
lations). there are greater potental health nsks associated
with pregnancy n oider women and with the alternative
Surgecal and medhcat procedures which may be necessary
if such women do not nave access 10 effective and accept-
able means of contracephon.

Therefore, the Committee recommended that the bene-
fits of oral contraceptive use by healthy non-smoking
women over 40 may outweigh the possibie risks. Of course,
older women, as all women who take oral contraceptives,
should take the lowest possible dose formuiation that is
effective 80

TABLE Jll: ESTIMATED ANNUAL NUMBER OF BIRTH-
RELATED OR METHOD-RELATED DEATHS ASSOCIATED
WITH CONTROL OF FERTILITY PER 100,000 NONSTERILE
WOMEN, BY FERTILITY CONTROL METHOD
ACCORDING TO AGE

Method of controt

and outcome 15-19 20-24 25-29 30-34 35-39 40-44

No fteruhty 7.0 7.4 . 148 257 282
controt methods *

Oral contraceptves 03 05 09 N9 138 316
nor-smoker® *

Ory contraceptives 22 34 66 135 511 1172
smoker**

wo-* 08 08 10 10 14 e

Congom* 1.1 16 [ 02 03 04

DwpneagrivSoermecxie® 1.9 1.2 1.2 13 22 28

Penccic abstrence * 25 1.6 16 17 29 36

Estmites acaoted from H.W. Ory, Table 34!

3. CARCINOMA OF THE REPRODUCTIVE ORGANS
AND BREASTS

Numerous epidemiological studies have been performed on
the incidence of breast, endometrial, ovarian and cervical
cancer in women using oral contraceptives. The over-
wheiming evidence in the literature suggests that use of
oral ives is not with an i in the
risk of developing breast cancer, regardless of the age and
parity of first use or with most of the marketed brands and
doses.42-44 The Cancer and Steroid Hormone {CASH} study
also showed no latent effect on the risk of breast cancer
tor at least a decade following long-term use.43 A few stud-
ias have shown a slightly increased relative risk of devel-
oping breast cancer,4-47 aithough the methodology of
these studies, which included differences in examination
of users and non-users and differences in age at start of
use. has been questioned.47-4 Some stutkes have reported

anw nisk of thror ), ofal cor
should be started no eariier than 4 10 6 weeks after deie-
8y in women who elect not 10 breast feed. 3

an ir relative nsk of developing breast cancer, par-
ticularly at a younger age. This increased relative risk
2000ars 10 be reiated to ouration of use 81.82

¥
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8. CARBOHYDRATE AND UIPID METABOLIC EF
Oral contraceptives Nave bee~ ST0W= *2 lduSe
intoerance in a sign:ncant percentage C’ Lse
raceptives contaimng greate” tha~ 75 ,g ¢* esog
hvoennsuiinism, while iower aqoses ot esirogen ¢
Qiucose ntoterance 79 Progestogens ncrease ins..
1oN and create Insuin resistance this etrect var
ditferent progestationa agents X 7 mowever, i
QIBDETIC WOMAN. O3l CoNraceptives appea: 1c
eftect on fasting biooa giucose 6% Because o thes.
strated effects, preaaberic and aabetic women s
caretully observed while taking orai coniraceptive:

Some women may cevelop persistent nypertag
mia while on the pill.72 As aiscussed earier 13ee
INGS, sections 1a. and 1d.), changes n serum
\aes and hpoorotein levels have been reporte
contraceptive users 23
8. ELEVATED BLOOD PRESSURE i
An increase in bIOOV Dressure nas been reporiea
taking orai convriaceptives ana this increase s m
In older oral contraceplive users ang with c
use.73.84 Data trom the Rova! Coliege of Gene'
tioners ana subsequent rancomized trials have s+
the incigence of hypertension increases with ncre: &
centrations of progestogens.

Women with a history of hypertension or hype
relatea ciseases or renat disease should be enco.
use another method of contraception. if women
use ofal contraceptives, they should be monitore.
and if significant elevanon of biood pressure occ
contraceptves should be discontinued. For mast
elevated biood pressure will return to normal atter «
oral contraceptives and there is no ditference in 1+
rence ot hypertension among ever- and never-use
10. HEADACHE
Tne onset or exacerbation of migraine or develor
heaaache with a new pattern which is recurrent, ¢
or severe requires giscontinuation of oral contracep
evaiuation of the cause. I

71. BLEEDING IRREGULARITIES {

Breakthrough bleeding and spotung are sometimes
tered In patents on orat contraceptives. especiai
the first 3 months of use. Non-hormonal causes s
considered angd adequate ciagnost:c measures take
Out malignancy or pregnancy in the event of brea
bleeding, as in the case of any abnormat vaginal
If pathology has been excluded, time or a change «
formulation may solve the problem. In the event

orrhea. pregnancy should be ruled out.

Some women may encounter post-piil amenorrh.
gomenorrhea, especially when such a condition v
existent.

PRECAUTIONS
GENERAL
Patients should be counseled that this product d
protect against IV infection (AIDS) and other s
transmitted disesses.

1. PHYSICAL EXAMINATION AND FOLLOW-UP
It is good medical practice for all women to have
history and physical examinanons, including wome
oral contraceptives. The physical examination, +
may be deferred until atter intiation of oral contra
if requested by the woman and judged appropriat
clinician. The physical examination should include
reference to blood pressure, breasts, abdomen ar
organs, including cervical cytology, and relevant la
tests. In case of undiagnosed. persistent or recurre:
mal vaginal bleeding, appropriate messures should
ducted to rule out malignancy. Women with a stror
history of breast cancer or who have breast nodute
be monitored with particular care.

2. UPID DISORDERS

Women who are being treated for hyperiipidemias
be foliowed closely if they aiect to use orat contrac
Some progestogens may elevate LDL levels and ma
the control of hyperlipidemias more difficult.

3. LIVER FUNCTION

If jaundice develops in any woman receiving oral
ceptives the medication shoula be discontinued. Ste:
mones may be poorly metaboliced in patients with |
liver function.

i
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Some stuches sugyest that oral contraceptive use has
mwmmmnmmdmmlm
epthelial neoplasia in some populations of women 50-53
However, there continues to be controversy about the

" extent 1o which such findings may be due to differences

™ sexual behavior and other tactors.

In spite of many studies of the relationship between oral
Contraceptive use and breast Or cervical cancers, a cause
and effect relstionship has not been established.

4. HEPATIC NEOPLASIA

Benign hepatic adenomas are associated with oral contra-
ceptive use afthough the incidence of benign tumors is rare
in the United States. Indirect calculstions have estimated
the attributable risk to be in the range of 3.3 cases per

 cers in oral contraceptive users approaches less than 1 per

.. 1,000,000 users,
* . 5. OCULAR LESIONS

There have been clinical case reports of retinal thrombosis
associated with the use of oral contraceptives. Oral con-

- traceptives should be discontinued if there is unexplained

partial or complete ioss of vision; onset of proptosis or

. diplopia; papiliederna: or retinal vascular lesions. Appropri-

ate diagnostic and therapeutic measures should be under-

. taken immediately.

&omoomcsmvsuselsronsonmms

" EARLY PREGNANCY

- Extensive epidemiological studies have reveaied no

Increased risk of birth defects in women who have used

" oral contraceptives prior to pregnancy.60-82 Stidies aiso go

not suggest 3 teratogenic effact, particularly
diac anomaties and limb reduction defacts are concerned,
when taken inadvertently during earty Pregnancy.80.61,63.6¢

The administration of oral contraceptives to induce with-

* drawal bleeding shouid not be used as & test for pregnancy.

Oral contraceptives should not be used during pregnancy
1o treat threatened or habituay abortion,

It is recommended that for any patient who has missed
2 consecutive periods, prégnancy shouid be ruled out
before continuing oral contraceptivé use. if the patient has
not adhered to the prescribed schedule, the possibility of
pregnancy should be considered at the first missed period.
Oral contraceptive use should be discontinyed if pregnancy
is confirmed.

I -™ Progestog
tion and create ingulin resistance, this effect varying with

- different progestational 8gents.25.7) Howaver, in the non-

- Strated

diabetic woman, oral contraceptives sppear to have no
effect on fasting bicod glucose.© Becayse of these demon-
effects, predi and diabeti shouid be

carefully observed while taking orai ves.

Some women may develop persistent hypertriglycerige-
mia while on the pill.72 As discussed earfier (see WARN-

GBS, sections 1a. ang 1d.), changes in serum trighycer-
ides and lipoprotein levels have been reported in oral
contraceptive users.23
9. ELEVATED BLOOD PRESSURE
An increase in blood Pressure has been reported in women
taking oral contraceptives and this increase is more likety
in older ora contraceptive users and with continued
use.73.84 Data from the Royal College of General C
tioners and subsequent randomized trisis have shown that
the incidence of hypertension increases with ncreasing cor-
centrations of progestogens.

Women with a history of hypertension or hypertension-
related diseases or renal disease shouid be 8ncoursged to

use oral contraceptives, they shouid be monfored closely
and if significant elevation of blood Pressure occurs, oral
contraceptives should be discontinued. For maost women

- 8levated bicod pressure will return to normal after stoppmé
* oral contraceptives and there is no difference in the occur-

rence of hypertension among ever- and never-users.73-75

10. HEADACHE
The onset or exacerbation of migraine or development of

4. RUID RETENTION
Onlmmmmmdegruofﬂuidmsm
w.mmmmmmm,mmwwm
caretful mnm,mmmmsmchmigm
be sggravated by fiuid retennon.

5. EMOTIONAL DISORDERS 3
WW"enwhhahistotvofoapvessbnsnmddbean\lN
observed and the drug discontinued if cepression recurs to
a serious degree.

6. CONTACT LENSES

OVERDOSAGE
Serious ili effects have not been reported foliowing acute
mgestion of large doses of orai contraceptives by voung
children. Overaosage may cause Nausea, ana witharawa:
bieeding may occur in femaias

NEALTN'SNEHTSFROHOML
CEPTIVES

The following heatth benefits reiated to the use of orai con-
traceptives are Supported by epidemioiogical studies which
largely utilized oral contraceptive tormuiauons contaimng

gen ng 0.035 mg of ethinyi estradiol or

Contact jens wearers who deveiop visual changes or
changes in jeng tolerance should be assessed by an oph-
thaimologist,

ses
0.05 mg of mestranol6-11

Effects on menses:

* Increased menstrual cycie regularity

* Decreased bicod loss and decressed incidence of iron
det Y anemia

ponents may be affected by orsl contraceptives:

2. Increased prothrombin and factors Wi, i), X and X;
decreased antithrombin 3; & norepinephrine-
induced platelet aggregability.

b. Increased thyroid binding giobulin (TBG) leading to
increased circulating total thyroid , as
Sured by protein-bound lodine (PBI), T4 by column or
by radio:mmunonssay. Free T3 resin uptake is
decreased, the elevated TBG. Free T4 con-

CeNntrabon is unaitered.

¢. Other binding proteins may be elevated in serum.
binding globuins a8 increased and resuft

9.
See WARNINGS section.

10. PREGNANCY

Pregnancy Category X. See commmmc.mous and
WARNINGS sections.

11. NURSING MOTHERS

Smal! amounts of oral contraceptive steroids have been

8s she breast feeds for
longer periods of time. The nursing mother should consider
smoralmmorwmershshasweaned her

INFORMATION FOR THE PATIENT
PATEENT LABEUING Printed below.

ADVERSE REACTIONS
-Mmmmmfummm'm

hasbesnauodmodwnhnwmofwmmpﬁm
tseeWAMssecﬁon):
-Throrrﬂw itis

" o Decreased incidence of dysmenorrhea

Ettects related 10 inhibrtion of ovulation;

* Decreased incidence of functional ovarian cysts
* Decreased incidence of €Clopic pregnancies
Effects from long-term use:
* De P of fibx

omes and fibrocystic dis-
ease of the breast

¢ Decreased incidence of acute peivic inflammatory disease
* Decreased incidence of endometrial cancer
* Decreased incidence of ovanan cancer

21-Day Schedule: For a DAY 1 START, count the first day
of menstrual fiow as Day 1 and the first bive tabiet is then
taken on Day 1. For a SUNDAY START, when menstrual
flow begins on or before Sunday, the first biye tablet is
taken on that day. With either a DAY 1 START or SUNDAY
START, 1 biue tablet is taken for 6 days, then 1 white tabiet
for 5 days, then 1 pink tablet for 10 days. With either g
DAY 1 START or SUNDAY START, 1 tablet is taken each
day at the same time for 21 days. No tablets are taken for
7 days, then, whether bleeding has stopped or not, a new
course is started of 1 tabiet o Gay for 21 days. This insti-

INSTRUCTIONS TO PATIENTS
* To achieve maximum contraceptive effectiveness, the oral
contraceptive pill must be taken exactly as directed and
at intervals not exceeding 24 hours.
* Important: Women should be instructed 1o use an addi-
tional method of Protection until after the first 7 days of
administration in the injtisl cycle.

instructed to start oral Contraceptives immediately or
within 7 days. if pregnancy is terminated atter 12 weeks,
the patient should be instructed to start oral contracep-
tives after 2 weeks 33.77

* If spotting or breakthrough bleeding shouid occur, the
patient should continue the medication according to the
schedule. Shoulg spotting or breakthrough ing per-
sist, the patient should notify her physician.

* i the patient misses 1 pill, she should be instructed to
take it as soon as she Temembers and then take the next
pill at the regular time, The patient should be advised that
missing 8 pill can cause spotting or light bleeding and
that she may be a little sick to herstomacnonthadavs
she takes the missed pill with her fegularly scheduied
pil. ¥ the patient has missed more than one pill. see
DETAILED PATIENT LABELING: HOW TO TAKE THE
PILL, WHAT TO DO IF YOU MISS PILLS.

® Use of oral contraceptives in the event of a missed men-
strual period:

1. i the patient hes not adhered 10 the prescribed
regimen, the possibility of pregnancy should be con.
sidered after the first missed period and oral contra-

. G i i svmmm\s(suchasﬁomimlcmmps

headache with a new pattern which is recurrent, istent
Or severg requires discontinuation of oral contraceptives and
evaluation of the cayse.

11 PIEERMIRIA mvmeme. o

and bloating)
® Breakthrough bleeding

pti should be withheld until pregnancy has been
fuled out.
2. If the patient has adhemd to ghe prescribed regimen

Ty ey vt e o [




C ez

etfect on fasting

women

’ *..rence of hyperte,
' 10. HEADACHE

" headache with g

evaluation of theg
",

) .tareq in patients

has
formulation may
Some women

existent,

GENERAL
Patients shoylg
Protect against
tranamitt,

. The onset or exacerbation of migraine or

OF Severe requires discor

g 09ens increase insulin secre-
von and create insyjin resistance, this effeey varying with
ditferent Progestatonal agents 25,7 However, in the non-

" diabetic woman, Oral contraceptives appear 10 have ng

biood glucose 63 Because of thesge demon-

suated effects, Prediabetc angd diabstic women should be
carefully observeq while taking org| contraceptives.

deveiop Persistent hvpemnglycend&

© 7Tt mia while on lhe’:::ins2 As discusseq earlier {see WARN-
’ INGS, sections
ides and lipoprotein
contraceptive users 23

1a. and 1d,), changes in Serum triglycer-

levels have been feported in oraj

oral contraceptives and there is no difference in the oceur-

nsion among ever- ang never-users 73-75

New pattern which is recurrent, persistent
inuation of ora) contr, g

Cause.

WRREGULARMIES
Breakt‘hrough bleeding ang spotting are sometimps éncoun-

on oral contraceptives, especially during

exciuded, time or. @ change 10 aw
soive the problem. In the event of amen-

orrhea, Pregnancy should pe ruled

May encounter post-pill aMenorrhea or ofi-

g0menorrheg, especially when such a condition was pre-

PRECAUTIONS

boeounul.dﬂntthhmdonm
HIV infection (Albsumloﬂlumy

TG aiEaal ir::u:l‘ng. e snoulg use anotner
since breast feeding Provides onty
pregnant ang this partial
Protecton decreases i nsshebreastfeedsfor
longer periods of time. The nursing mother Should consiger
smrungoralmmcnymersnehasmneahe(
child Compietety.
INFORMATION FOR THE PATIENT -
Ses PATIENT LABEUNG printeg beiow.

(see WARNINGS section):
. Thrombophlebiu‘s

*® Arterial thromboembolism
* Puimonary embolism

® Myocardial intarction

'Cerebralhemorrhage

'Cerebrslmrombusis

* Hypertension

'Gallbladdsrdisease

. Hmm,wmqboumhmmm

Thereisevldenca' of an X bemenmefollowng'
. and the use of oral . aithough adai-

* Mesenteric thrombos:s

* Retina thrombosis

Tha following 8dverse reactions have been feported in=
patients feceiving orai
be drug-related:

* Temporary infertility after discontinuation of treatment
¢ Edema

* Melasma which may persist

* Breast changes: tenderness, enlargement, secretion
* Change in weight (increase or decrease)

. in cervical erosion and secretion

AL I TWT3Y D€ lanen €xacuy as airecteg anc

* Due to the normally ncreased nsk ©f thromboemposisrr-
occuming POStParium, Women snoulg pe nstructea no:

[N

- If the patient has adhered to the prescribed regimen
and misses 2 consecutive periods, pregnancy shoulg
be ruled oyt before continuing the Contraceptive

Fi
. NOW suppPLIED
Trivora®-21 Tablets arg available in 21-taplet blister cargs.
Six biister cargs 8@ packaged in a carton, All the 1ablets

other side,
"8®-28 Tablets are available in 28-tablet biister cargs.

* Diminution in lactation when oven in
partum

* Cholestatic jsundice

* Migraine

* Rash {allergic)

* Mental deprassion

* Reduced tolerance fo carbohydrates

* Vaginal candidiasis

* Change in corneal curvature {steepening)

® Intolerance 1o contact ienses

Y post-

users of oral contraceptives ang the association has been
neither confirmed nor refuted:

* Pre-menstryai syndrome

® Cstaracts

*® Changes in appetite

* Cystitis-like Syndrome

organs, inciuding cervica) Cvtology, and relevant leboratory e readache
tests. In casg of undiagnosed, persistent or recument sbnor- e Nervousness
mal vaginai bleeding, appropriste measures should be con- Dizziness
. ducted 1o rule out malignancy, Women with o strong family Hirsutism
" history of breast cancer Of who have breast nodules should o Loss of scalp hair
be monitoreq With particular car ® Zrythema Multiforme
2. urip DISORDERS * Enthems nodosum
Women who are being treated for hyperlipidemias * Hemorrhag:c efuption
be followed closely it they alect to use oral con ives. Vaginitis
Some progestogens Mmay elevate L DI leveis ang may render o Porphyria
the control of hyperlipidemias more difficut. * impaired renal function
3. UVER FUNCTiON ¢ Hemoytic urermic Syndrome
If jeundice develops in any woman 'ecoving oral contrs-  » Budd-Chiari Syndrome
ceptives the medication shouid be discontinued. Steroid hor.  » Acne
mones maybepoonymetaboaizsdinmmwmw * Changes in libido
fiver function, ¢ Coliti
e R - T e— T
-~ .

e

0N one side ang ~p- on the other side.
CAUTION: Feders! law prohibits dispensing without pre-
Store at controlled room temperature 18°-30°C (59°-86°F).

Gi Institute, 1883. 12, Stadel, B,; N Engl J Meg
305(11):612-616, 1981. 13. Stade,

305(12):672-677, 1981. M4, Ada
Gynsecol 8g: 838845, . . .
2(5%5):245-248, 1975. 16, Royal Coliege of General Prac-
thoners’ Oral Contraceptive Study: Lancer 1:541-54,
17. Sione, D, ot al.: N Eng y Med 305(8):420-424, 1981,
18. Vessey, MP: 8 4 Fam Plann ¢ 1supplemenn:1-12,
1960. 19, Russell-Briefel, R., et al.: prey Med 15:352-362,
1966. 290, Goidbaum, G, etal; JAMA 258(10’:1339-1342.
1987. 21, LaRosa, J.C. J Reprod Med 31 (9):906-912, 1966.

i




22. Krauss, R.M., et al.: Am J Obstet Gynecol 145:446-452,
1983. 23. Wahl, P, et al.. N Engl J Med 308(15):862-867,

WHO SHOULD NOT TAKE ORAL
CONTRACEPTIVES

1883. 24. Wynn, V., et al.. Am J Obstet Gy ! 142(6):
766-771, 1882. 25. Wynn, V., et al.: J Reprod Med 31(9):
892-897, 1986. 26. inman, W.H., et al.. Br Med J 2(5599)
193-199, 1968. 27. Maguire, M.G., et al.: Am J Epidemio!
110(2):188-185, 1979. 28. Peritti, D., et al.: JAMA 242(11);
1150-1154, 1879. 29. Vessey, M.P, et al.: Br Med J 2(5599):
199-205, 1968. 30. Vessey, M.P, et al.: 8r Med J 2(5658):
651-657, 1969. 31. Porter, J.B., et al.: Obstet Gynecol 59(3):
298-302, 1982. 32. Vessey, M.P, et al.: J Biosoc Sci 8:373-
427, 1976. 33. Mishell, D.R., et al.: Reproductive Endocrinol-
ogy. Philadelphia, F.A. Davis Co., 1979. 34. Petitti, D.B., et
al.. Lancet 2:234-236, 1978. 35. Collaborative Group for the
Study of Stroke in Young Women: JAMA 231(7):718-722,
1975. 36. inman, W.H., et al.: Br Med J 2:203-209, 1970.
37. Meade, TW., et al.. 8r Med J 280(6224):1157-1161,
1980. 38. Kay, C.R.: Am J Obstet Gynecol 142(6): 762-765,
1982. 39, Gordon, T., et al.: Am J Med 62:707-714, 1977.
40. Roysl College of General Practitioners’ Oral Contra-
ception Study: J Coll Gen Pract 33:75-82, 1963. 41. Ory,
H.W.: Fam Piann Perspect 15(2):57-63, 1983. 42. Paul, C.,
et al.. Br Med J 293:723-725, 1986. 43. The Cancer and
Steroid Hormone Study of the Centers for Disease Control:
N Engl J Med 315(7):405411, 1986. 44. Pike, M.C., et al.:
Lancet 2:926-929, 1983. 46. Miller, D.R.,, et al.: Obstet
Gynecol 68:863-868, 1986. 48. Oisson, H., et al.: Lancet 2:
748-749, 1985. 47. McPherson, K., et al.. Br J Cancer 56:
653660, 1987. 48. Huggins, G.R., et 8l.: Fertif Steril 47(5):
733-761, 1987. 49. McPherson, K., et 8l.: Br Med J 293:
708-710, 1986. 50. Ory, H., et ai.: Am J Obstet Gyneco!
124(6).573-577, 1976. B1. Vessey, M.P., et al.. Lancet 2:
930, 1983. 2. Brinton, LA, et al.: int J Cancer 38:339
344, 1986. 53. WHO Coll ive Study of Neoplasia and
Steroid Contraceptives: 8r Med J 290:961-965, 1985. 54.
Rooks, J.B., et al.. JAMA 242(7):644-648, 1979. §5. Bein,
N.N., et al.: 8r J Surg 64:433-435, 1977. B6. Kiatskin, G.:
Gastroenterology 73:386-394, 1977. BY. Henderson, B.E.,
et al.: BrJ Cancer 48:437-440, 1983. 58. Neuberger, J.. et
al.: Br Med J 292:1355-1357, 1966. 89. Forrnan, D.. et al.-
Br Med J 292:1357-1361, 1986. 80. Hartap, S., et al.: Obster
Gynecol 55(4):447-452, 1980. 61. Savoiainen, ., et al.. Am
J Obstet Gynecol 140(5):521-524, 1981. 82. Janerich, D.T.,
et al.: Am J Epidemiol 112(1):73-79, 1980. 63. Ferencz, C..
et al.. Teratology 21:225-239, 1960. 64. Rothman, K.J., et
al.. Am J Epiderniol 109(4): 433-439, 1979. 65. Boston Co-
laborative Drug Survemance Program: Lancet 1:1399-1404,
1973. 86. Roval College of General Practitioners: Oral con-
traceptives and hesith. New York, Pittman, 1974. 87. Rome
Group for the Epiderniology and Prevention of Cholelithia-
sis: Am J Epidemiol 119(5): 796-805. 1984. €8. Strom, B.L..
et al.: Clin Pharmacol Ther 39(3):335-341, 1986. €8. Per-
man, JA,, et al.: J Chronic Dis 38(10):857-864, 1985. 70.
Wynn, V., et al.: Lancet 1:1045-1049, 1979, 71. Wynn, V.
Progesterone and Progestin, New York, Raven Press, 1963.
72. Wynn, V., et al.: Lancst 2:720-723, 1966. 73, Fisch, I.R.,
et al.: JAMA 237(23):2499-2503, 1977. 74. Laragh, J.H.:
Am J Obstet Gynecol 126(1): 141-147, 1976. 75. Ramcha-
ran, S., et al.: Ph of Steroid C ve Drugs,
New York, Raven Press, 1977. 76. Stockley, |.: Pharm J 216:
140-143, 1976. 77. Dickey, R.P.. Managing Contraceptive
Pill Patients, Oklahoma, Creative Informatics Inc., 1984. 78.
Porter, J.B., Hunter, J., Jick, H., et al.: Obstet Gynecol 1985;
66:1-4. 79, Porter, J.B., Hershel, J., Walker, AM.: Obstet
Gynecol 1987,70:29-32. 88. Fertility and Maternal Health
Drugs Advisory Committee, F.D.A., October, 1989. 81, Sch-
lesseiman, J., Stadel, B.V., Murray, P, Lai, S.: Breast cancer
in relation to earty use of oral contraceptives. JAMA 1988;
259:1828-1833. 82. Hennekens, C.H., Speizer, F.E., Lipnick,
R.J.. Rosner, B., Bain, C.. Belanger, C., Stampfer, M.J., Wik
lett, W., Peto, R.: A case-control study of oral contracep-
tive use and breast cancer. JINCI 1984;72:39-42. 83. Royal

CigH Q in the risk of serious e
diovascular side sffects from orsi ¥

be seen from the tabie that tor women aged 15 10 39 the
nsk of death was highesy witn pregnancy (7-26 oeatns pe-
100,000 women, on agel. Among Dill USErs wic
do not SMoke the nsk of geath 15 giways lowe’ (han tha

wey,

This risk incresses with age and with hesvy smok-

ing (15 or more cigarettes per dey) and is quity

marked in women over 35 years of age. Women
: are oty .

Some women should not use the pill. For example, you
shouldnotmkemepillHyouuaprwtormmkyoumy
be pregnant. You aiso should not use the pill if you have
any of the following condrmons:

® A history of heart attack or stroke

* Biood clots in the iegs (thrombophiebitis), brain (stroke),
lungs (puimonary emboksm) or eyes
-Ahustoryofbhoddountfndoepvsinsdyourbgs
* Chest pain (angina pectons}
-Knmnms«mdummormofmem
ot the uterus, cervix or vagina

® Unexplained vaginal bleeding (until a diagnosis is reach
by your doctor)
* Yeliowing of the whites of the eves or of the skin (aun-
dice) during pregnancy or dunng previous use of the pill
* Liver tumor (benign or cancerous)

* Known or suspected pregnancy

Tell your health care provider it you heve ever had any of
these conditions. Your heaith care provider can recommend
a safer method of birth control.

OTHER CONSIDERATIONS BEFORE TAKING
ORAL CONTRACEPTIVES
Teli your health care provider it you have or have had:
* Breast nodules, fibrocystic disesse of the breast. an
abNormal breast x-ray of MeMMOGram
* Diabetes
-Elgmedmwuaum

® Gallbladder, heart or kidney disease
* History of scanty or irreguisr menstrual periods
Women with any of these conditions should be checked
often by their heaith care provider if they choose to Lse
oral contraceptives.

Also, be sure to inform your doctor or health care provider
it you smoke or are on any medications.

Blood clots and blockage of bicod vessels are the most
serous side effects of taking oral contraceptives. In par-
ticular, a ciot in the legs can cause thrombophlebitis and a
clot that traveis 10 the lungs can cause & sudden blockng
of the vessel carrying blood to the lungs. Rarely, clots occur
in the blood vessels of the eve and may cause blindness,
double vision, or impaired vision.

If you take oral cor Ot and need ek surgery,
needtostavinbed'ounrmdiunessorhawreeenﬂy
delivered a baby, you may be at nsk of developing bicod
clots. You should consuft your doctor about stopping cral
contraceptives three to four weeks before surgery and not
taking oral contraceptives for two weeks after surgery of
during bed rest. You should aiso not take oral contracep-
tives soon after delivery of a baby. It is advisable to wait
for at least four weeks atfter delivery it you are not breast
feeding. If you are breast feeding, you should wait until you
have weaned your child before using the pill (see GENERAL
PRECAUTIONS, While Bresst Feeding).

2. Heert attacks snd strokes

College of General Pr. s: Oral

venous thrombosis, and varicose veins. J Coll Gen Pract
28:393-399, 1976. 84. Royal College of General Practition-
ers’ Oral Contraception Study: Effect on hypertension and

Oral cc may incresse the tendency to develop
strokes (stoppage or rupture of blood vessels in the brain)
andangimmu\dhunmmodageofbbod
vessels in the heart). Any of these conditions can caLse

benign breast di: of p 0 n com- death or temporary or permanent dsabiity.

bined oral contraceptives. Lancet 1:624, 1977. Smoking greatly incresses the possibiity of sufferng
DETAILED PATIENT LABELING mmmmu.ﬁmma.Mandm

This product (ke all orst is intsnded to  use of oral groaty i the of

pravent pregnency. it does not pr inst HIV  deveioping and dying of heart diseese.

infection (AIDS) and other Ny itted 3. Gallbledder die

diseases. Oral contraceptive users may have & grester risk than non-

Any woman who conside sing oral . ives (*birth berehtodmpdsmhmchusdmogm.

control pilis™ or “the pil”) should understand the benefits
andrisksofusingthis'formofbirﬂxconuul.ﬂisluﬂqwi
givevoumuchoflheirﬂorrnmimvouwi«noodtomo
thisdecisionandalsowinhwvmdetevmheifywmn
risk of developing any of the serious side effects of the
pill.hmlltellyouhontomemwmwwmh
will be as effi as < Hc . this lesfiet is not
a replacement for a careful discussion between you and
your health care provider. You should discuss the nforma-
uonprwidedinmisleaﬂetwhhhhnuher,bothmnm
first start taking the pill and during your regular visits. You
aiso should foliow the advice of your heatth care provider
with regard 10 reguiar checkups while you are on the pil.

EECEATIVIFNMIREr Mmr Ak s rmm s ac————

4. Liver tumors

In rare cases, oral contraceptives can cause benign but dan-
mimum.mwﬁmﬁmmmmnmpmre
and cause fatal internal bleeding. in additi a possibie but
not definite associstion has been found with the pill dnd
liver cancers in 2 studies in which & few women who dever
oped these very rare cancers were found to have used cral
contraceptives for long periods. However, liver cancers are
extremedy rare. The chance of developing liver cancer from
using the pill is thus even g

5. Cancar of the reprod pens and b .
There is, at present, no confirmed evidence that oral con-
raceptives increese the risk of cancer of the reproductve

Armane in hiiman croidiae Qasaeal coodien b
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d with pregnancy for a oup. 8Nhough over
the age of 40 the nsk mueasesm;:%ezg;”xns per 100.00C
women compared 10 28 associated with pregnancy at tna:
sge. However. for pill users who smoke and are OVver the
age of 35 the estimated number of deaths 6xceeds those
for other methods of birth control. If a woman IS OVer the
age of 40 and smokes, her esumated risk of death is 4
vrmes higher [117/100.000 womnen) than the estimated nsk .
associated with pregnancy (268/100,000 women} in that age
group. .

The suggestion that women aver 40 who don’t SMoke -
should not Wake oral contraceptives is based on miorMation
from oider mgh-dose pills and on less seiectve use of pills
than is practiced today. An Advisory Commitiee of the FDA
discussed this ssue in 1989 and recommended that the
benefits of oral contraceptive use by neafthy. non-smoking
women over 40 years of age may outwexgh the possibie
fisks. However, all women, especially older women, are cau-
Boned 1o use the lowest dose pill that s effective.

WARNING SIGNALS 7
it any of these adverse effects occurs while you are taking
oral contraceptives, call your doctor immediately:

¢ Sharp chest pein, coughing of blood or sudden shortness | =

of breath (indicating a possible ciot in the tung) o
Pain in the calf (indicating a possible ciot in the ieg} )
Crushing chest pain or heaviness in the chest (indicating
8 possible heart attack) |18
Sudden severe headache or vomiting, dizziness or faint- -
ing, disturbances of vision or speech, weakness or numb- *
ness in an arm or leg (indicating a possibie stroke)
* Sudden partial or compiete loss of vision (indicaung a pos-
sible ciot in the eye}
Breast lumps (indicating possible breast cancer or fibro-
cystic disease of the breast: ask your doctor or heaith
care provider 10 show you how to examine your breasts)
* Severe pein or tenderness in the stomach area (indicat- l
ing a possible ruptured liver tumor) i
o Difficuity in sieeping, weakness, lack of energy, fatigue ;.
or change in mood (possibly indicating severe depression)
* Jaundice or a yellowing of the skin or eyeballs, accom-
panied frequently by fever, fatigue, loss of appetite, dark-
colored urine or light-colored bowel movements (indicat- -
ing possible liver problems)

SIDE EFFECTS OF ORAL CONTRACEPTIVES

1. Vaginal bleeding .
Irreguiar vaginal bleeding or spotting may occur while you .
&re taking the pill. irregular bleeding may vary trom slight | °
staining between menstrual periods to breakthrough bieed-
ing which is 8 flow much like a regular period. irraguiar
bleeding occurs most often during the first few months of °
oral contraceptive use but may also occur after you have :
been taking the pill for some time. Such bleeding may be
temporary and usually does not indicate any serious prob-
lems. It is important to continue taking your pilis on sched-
ule. if the bleeding occurs in more than 1 cycle or lasts for
more than a few days, talk to your doctor or health care
provider.
2. Contact lenses
If you wear contact lenses and notice a change in vision
or an inability to wear your lenses, contact your doctor or
health care provider.
3. Fuid retention
Oral contraceptives may cause edema (fluid retention) with
swaelling of the fingers or ankles and may raise your blood
pressure. If you experience fluid retention, contact your
doctor or health care provider.
4. Melesma
A spotty darkening of the skin is possibie, particularly of !
the face.
5. Other side effects x
Other side effects may include change in appetite, head-
ache, nervousness, depression, dizziness, loss of scalp hair, :
rash and vaginal infections. L2

If any of these side effects occurs, contact your doctor -
or health care provider. i

GENERAL PRECAUTIONS r
1. Missed periods and use of orsl contraceptives
befors or during early pregnancy
At times you may not menstruate reguiarly sfter you have
completed taking a cycle of pils. if you have taken your
pills regularly and miss 1 menstrual period, continue taking -
your pilis for the next cycle but be sure to inform your '
health care provider betore doing so. if you have not taken .
the pills daily as instructed and miss 1 menstrual period, -
or if you miss 2 7 | periods, you may i
be pregnant. Check with your health care provider imme-
diatety to determine whether you are pregnant. Do not con- {
tinue to take oral contraceptives until you are sure you are !
not pregnant. but continue to use another method of birth
control.

There is no conclusive avidenre thas aral mamsrancmei -
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DETAILED PATIENT LABEUNG

This product (like sil oral s ded to
prevent pregnancy. nmmmmuw

feed 2ae R NV VT .
ciot mat travels 10 the lungs can cause a suucen DIOCK ng
of the vessel carrying biood to the lungs. Rarely, clots oacur
in the biood vessels of the eye and may cause binaness.
ooubie vision. of Impaired vsion.

If you take orai contraceptives and need eiective Surgery.
neea to stay In bed for a proionged iness or have recerty
denvered a baby, you may be atr ns« of gevelooing blcoc
clots. You should consult your doctor about Stopping cra!
contraceptives three to four weeks betore surgery ano no:
taking oral contracepuves tor two weeks after surgerv or
during bed rest. You should also not take oral contracep-
tves soon after delivery ot & baby. It i1s aovisabie 10 wait
for at least four weeks after delivery it you are not breast
teeding. If you are breast feeding, you should wait unti you
have weaned your chiid before using the pil isee GENERAL
PRECAUTIONS, While Breast Feeding;.

2. Heart attacks and strokes

Oral contracepuves may increase the tengency to gevelop
strokes (stoppage or rupture of biood vessels in the brain}
and angina pectons and heart sttacks (biockage of biood
vessels In the heart). Any of these condions can caLse
death or temporary of permanent aisability.

Smoking greatty incresses the possibility of suffermg
heart anacks and strokes. Furthermore, smoking and the
use of oral contraceptives greatly increase the chances of
developing and dying of heart disease.

infection (AIDS) and other lly tr
diseases.

INTRODUCTION
Any woman who cons:ders using oral contraceptives (“birth
control pills” or “the pili~} shouid understand the benetits
and risks of using this form of birtn control. Tris ieafiet wili
give you much of the information you will need 10 make
this decision and also will heip you determine it you are at
risk of developing any of the serious side effects of tne
pill. It will tell you how to use the pill properly so that it
will be as effective as possible. However, this leafiet is not
a replacement for a careful discussion between you and
your health care provider. You should discuss the informa-
tion provided in this leafiet with him or her. both when you
first start taking the pill and during your reguiar visis. You
aiso shouid follow the advice of your health care provider
with regard to regular checkups while you are on the pili.

EFFECTIVENESS OF ORAL CONTRACEPTIVES
Oral contraceptives are used 10 prevent pregnancy ang are
more effective than other non-surgical methods of birth con-
trol. When they are taken correctly. without missing any
pills, the chance of becoming pregnant is less than 1%
(1 pregnancy per 100 women per year of use). Typical fail-
ure rates are actually 3% per year. The chance of becom-
ing pregnant increases with each missed pill during a men-
strual cycle.

tn comparison, typical failure rates for other nonsurgicai
methods of birth control during the first year are as follows:

Comparison of reversible contraceptive methods:
Percentage of women experiencing a contraceptive
failure (pregnancy) during the first year of use.
% of Women Experiencing an Accidental
Pregnancy within the First Year of Use

Method Average Use Correct Use
No contraception 85 85
Spermicides 21 6
Periodic abstinence 20 1-92
Withdrawal 19 4
Cap

Given birth 36 26

Never given birth 18 9
Sponge

Given birth 36 20

Never given birth 18 9
Diaphragm 18 6
Condom

Female 21 5

Male 12 3
Pill 3

Progestin only 05

Combined 0.1
[{¥]s]

Progesterone 2 15

Copper 7 380A 08 0.6
Injectables 03 0.3
implant 0.09 0.09

Adapted with permrssion’.
*Depending on Method (csiendar. ovulation, Symorom-thermal)

3. Galibiadder di

Oral contraceptive users may have a greater risk than non-
users of having galibiadder disease. aithough this nsk may
be reiated to pills containing high doses of estrogen

4. Liver tumors

in rare cases. oral contraceptives can cause benign but dan-
gerous liver tumors. These benign irver tumors can rupture
and cause fatal internal bleeding. In addition, a possible but
not definite association has been found with the pill and
iiver cancers in 2 studies in whicn a few women who devel
oped these very rare cancers were found to have used cral
contraceptves for long penods. However, liver cancers are
extremely rare. The chance of developing iver cancer from
using the pill is thus even rarer.

5. Cancer of the reproductive organs and breests
There is. at present. no confirmed ewidence that oral con-
traceptives increase the nsk of cancer of the reproductive
organs in human studies. Several studies have found no
overall increase in the risk of developing breast cancer.
However, women who use oral contraceptives and have a
strong family history of breast cancer or who have breast
nodules or abnormal mammograms should be closely fol-
iowed by their doctors. Some studies have reported an
increase in the risk of developing breast cancer, particularly
at a younger age. This increased risk appears to be related
to duration of use.

Some studies nave found an increase in the incidence of
cancer of the cervix in women who use oral contraceptives.
However, this finding may be related to factors other than
the use of oral contraceptives.

ESTIMATED RISK OF DEATH FROM A BIRTH

CONTROL METHOD OR PREGNANCY
All methods of birth control and pregnancy are associaled
with a risk of developing certain diseases which may lead
to disability or death. An estimate of the number of deaths
associated with different methods of birth control and preg-
nancy has been caiculated and is shown in the following
table:

ESTIMATED ANNUAL NUMBER OF BIRTH-RELATED OF:
METHOD-RELATED DEATHS ASSOCIATED WITH CONTROL
OF FEATILITY PER 100.000 NON-STERILE WOMEN, BY
FERTILITY CONTROL METHOD ACCORDING TO AGE

Method of controd
and outcome

15-19 20-24 25-29 30-34 35-39 40-44

No fertiaty 10 74 9.1 148 257 22
control methods®

Oral comraceptves 03 05 09 19 138 36
non-smoker**

Oral contraceptrves 22 34 66 135 511 1172
smoker**

D=+ 08 o8 10 1.0 14 14

Condom* 11 16 07 0.2 0.3 04

Percc abstnence* 25 16 16 1.7 29 26

* Destns are bwth-relsted
** Deatns sre metnod-reisted

in the above table, the risk of death from any birth cont:ol
method is less than the risk of childbirth except for oral
contraceptive users over the age of 35 who smoke and pill
users over the age of 40 even if they 0o not smoke. it can

e Tiens s

g Wingi,
bi;emng occurs most onen aurng 'he ws' tew maontrs O
oral contraceptive use but mav aiso oCCur arer vou have
been taking the pill for some ume Such bieeang mav te
termnporary and usually 0oes not inaicate am™ serous prot- |
lemns. it 1S iMportant tc continue taking vour Diis Or schec:
ule If the bDieeaing occurs m more thar ' cveie o7 iasis '
more than a few 0avs. taix to vou” QOCIOr Or nean~ care
proviaer
2. Contact lenses
If you wear CONTact lenses ang nouce a change in vision -
or an inabmty 10 wear your tenses. contact your doctor o7 .
health care provige:
3. Fluid retention
Oral contraceptives mav cause eaema tfiud retention) with |
swelling of the fingers or ankies and may raise your biood
pressure. i you experience fisigd retention. contact vour
doctor or health care proviger.
4. Melasma
A spotty darkening of the sxin is possibie, particuiary of
the face.
5. Other side sffects
Otner side effects may incluce cnange in appetite. head-
ache, nervousness, depression, aizziness, 0ss Ot SCaIp ha:",
rash and vaginal infections.

If any of these side effects occurs, contact your goctor
or health care provider.

GENERAL PRECAUTIONS
1. Missed periods and use of oral contraceptives
before or during early pregnancy
At tmes you may not menstruate regulariy after vou have
completed taking a cycle of pills. If you have taken your }
pills reguiarly and miss 1 menstruai period. continue taking
your pills for the next cycie but be sure to inform your
health care provider before doing so. If you have not taken &
the pills daily as instructed and miss 1 menstruai penod,
or if you miss 2 consecutive menstrual perods, you may »
be pregnant. Check with your health care provider imme- *
diately to determine whether you are pregnant. Do not con-
tinue to take oral contraceptives until you are sure you are
not pregnant, but continue to use another method of birth
control.

There is no conclusive evidence that oral contraceptive
use is associated with an increase n birth defects when
taken inadvertently ouning earty pregnancy. Previously, a few
studies had reported that ora: contraceptives might be
associated with birth defects but these studies have not
been confirmed. Nevertheiess, oral contraceptives or any
other drugs shou!d not be used during pregnancy uniess
clearly necessary and prescribed by your doctor. You should ;
check with your doctor about risks to your unbom child from %
any medication taken gdurnng pregnancy.

2. While breast feeding

If you are breast teeding, consult your doctor before start-
ing oral contraceptives. Some of the drug will be passed
on to the child in the milk. A few adverse eftects on the
chiid have been reported, including veliowing of the skin
(jaundice) and breast enlargement. In additon, oral contra-
ceptives may decrease the amount ang quality of your milk.
If possible, do not use oral contraceptives while breast feed-
ing. You should use another method of contraception since
breast feeding provides only partial protection from becom-
ing pregnant and this partial protection decreases signifi-
cantly as you breast feed for longer periods of time. You
should consider starting oral contraceptives only after you
have weaned your child compietely.

3. Laboratory tests

It you are scheduled for any laboratory tests, teli your doctor
you are taking birth control pills. Certain blood tests may
be affected by birth control pills.

4. Drug interactions

Certain drugs may interact with birth control pills t0 make
them less effective in preventing pregnancy of cause an
increase in breakthrough bleeding. Such drugs include ri-
fampin; drugs used for epilepsy such as barbiturates (for

m e ey

example, phenobarbital) and phenytoin (Dilantin is one brand ;
of this drug); phenylbutazone (Butazolidin is one brand o
this drug) and possibly certain antibiotics. You may need to! i
use additional contraception when you take drugs which . ‘
can make oral contraceptives iess effectve. ts
5.5 a o ¥

1

This product (like aM oral ) is i ded to
prevent pregnancy. it does not protect sgeinst trans-
mﬂllV(ADS)mmeﬂn.d‘
dissases such ss ch i herpes, i
MMWBMW :

e T T

[P

RTCN ~t‘




HOW TO TAKE THE Py

IMPORTANT POINTS TO REMEMBER

BEFORE YOU START TAKING YOUR PILLS:

1.BE SURE TO READ THESE DIRECTIONS:
Before you start king your pills.
Anytife you are not syre what to do.

2.THE RIGHT WAY TO TAKE THE PILL IS TO TAKE ONE
PILL EVERY DAY AT THE SAME TIME.

I you miss pills you coul 96t pregnant. This includes
starting the pack late. -~

The more pills You miss, the more likely you are 1o get
pregnant.

3. MANY WOMEN HAVE SPOTTING OR LIGHT BLEEDING,
OR MAY FEE| gicK TO THEIR STOMACH DURING THE
FIRST 1-3 PACKS OF PiLLS.

i you feel sick to Your stomach, do not St0p taking the
pill. The problem will usually go away. if it doesn't go
away, check with your doctor or clinic.

~ :4.MISSING PILLS CAN ALSO CAUSE SPOTTING OR

LIGHT BLEEDING, even when YOu make up these missed
pills.
Onthedaysvoumezpllstormkewhvmissedpills,
you could aiso feel a little sick 10 your st ;

" 5.IF YOU HAVE VOMITING OR DLARRHEA. for any reason,

or IF YOU TAKE SOME MEDICINES, ncluding some anti-
biotics, your pills M3y not work as well.

Use & back-up method {such 8s condoms, foatn, or
sponge) until you check with your doctor or clinic.

" 6.IF YOU HAVE TROUBLE REMEMBERING TO TAKE THE

PILL, talk to your doctor or clinic about how to make pill-
taking easier or about using another method of birth
control.

7.IF YOU HAVE aNY QUESTIONS OR ARE UNSURE
ABOUT THE INFORMATION IN THIS LEAFLET, call your
doctor or clinic.

BEFORE YOU START TAKING YOUR PILLS
1.DECIDE WHAT TIME OF DAY YOU WANT TO TAKE
YOUR PILL.
It is important to take it at sbout the same time every

2.LOOK AT YOUR PILL PACK TO SEE iF IT HAS 21 OR
28 PILLS:
The 21-pill pack has 21 “active” biue, white and pink pills
(with hormones) to take for 3 weeks, fotiowsd by 1 week
without pills. . .
The 28-pill pack has 21 “active” blue, white and pink pills
{with hormones) to take for'3 weeks, followed by 1,week
of reminder peach pills {without hormones).

3.ALSO FIND:
1} where on the pack to Start taking pills,
2} in what order to take the pills and
3) the week numbers as shown in the picture below.

Active Pill Colors: Blue, White and Pink

Acﬁvoﬁllcolonzﬂkn,WhMIMM
Reminder Pill Color: Peach

4.BE SURE YOU HAVE READY AT ALL TIMES: .
ANOTHER KIND OF BIRTH CONTROL (such as condoms,
foam, or $ponge) to use as g beck-up in case YOU miss
pills.

AN EXTRA, FULL PILL PACK.

WHEN YO START THE FIRST PACK OF PILLS

vallsszm'm'pﬂlsnamhmwwm:

1.4 you are o Dey 1 Searter:
THROWOUTmemstoHMpmnaekandmnanew
pack that same day.
¥ you sre a Sunday Starver
Keep taking 1 pill every day unti! Sunday.
On §unday, THROW OUT the rest of the pack and start
@ néw pack of pills that same day.

2.You may not have your penod this month but ths is
expected. However, if you miss your penod 2 months in
8 row, cail your doctor or clinic because you might be
pregnant.

3.You MAY BECOME PREGNANT it YOuU have sex in the
Zdays after you miss pills. You MUST use another birth
control method (such as condoms, foam. or sponge) as
a back-up for those 7 days.

nyoumssaonuonsm.m.am-mm-m

inarow(duringmeﬁrstfim,

1.Ilmannlhy1m
mROWOUTtherestoﬂneniluckanosmanew
pack of pills that same day.
Ilwuma&mbym
Keep taking 1 pillevorymyl.mil&'my.
onSunday,THROWOUTmemsto'thcnoekmmn
anewpackofpillstfmsana&y.

1Yournaynoxhavemneriodmsmhbmmzsis
expgcted.However,ifmmssvwnoriodzmonmsin
a row, mllyourdoctororcbmcbecamevoumlgmbe
pregnant.

3.You MAY BECOME PREGNANT T you have sex in the
l_g_maheryoumfssnﬂs.huMUSTuseumrbim
control method (such as condoms, foam, or sponge) as
a back-up for those 7 days.

Oral contracepuives, 8o known as “birth control Diils™ o
“the pill.” are taken 10 prevent pregnancy ang. when taker
correctly. have & failure rate of 3bout 1% per year wher
used without missing any pils. The typkcal fanure rate of
large numbers of pill users is less than 3% per year when
women who miss pills are inciuced. For fMOst women, ora:
contraceptives are aiso tree of SeNous or unpieasant sige
etfects. However, forgetting 10 taxe orat contraceptives con-
sderably ncreases the chances of pregnancy.,

For the majonity of women, oral contraceptives can be
taken safely, but there are Some women who are at high
nsk of developing certain sefious diseases that can be life-

©Of may cause temporary or permanent disabi--
fty. The nsks associated with taking oral contraceptives
increase sgnificantty if you:
* Smoke
® Have high blood pressure, diabetes or high cholesterof
® Have or have had clotting disorders, heart attack, stroke,
angma pectoris, cancer of the braast Of 3ex Organs, aun-
dice or malignant or benign liver tumors

Youd’ujdnmmkethepilliiyoususpoqvouueoreg-
nant or have unexpiained vaginal bleeding.

AHEMIMERFORTM)SEWZ&DAVHCKS:
lfyouforgeranydme7puda‘rm'pilshWeek4:
THROW AWAY the pilis you missed.

Keep taking 1 pill'aocn&vumlmen.ckismw.
Youdonmneedsbu:k-w method.

and difficutty waaring contact lenses. These side effects,

especially nausea and vomiting, may subside within the firs:

3 months of use, .
The serious side effects of the pill occur very infrequently,

HNALLV,IFVOUARESTI.LWI’&MEWMATTODO
ABOUT THE PILLS YOU HAVE MISSED:

Use a BACK-UP METHOD anytime you have sex.

KEEP TAKING ONE ~ACTIVE" PILL EACH DAY until you
can reach your doctor or clinic.

1f you'are scheduled for Surgery or you need to stay in bed
for a long period of time you should tell your doctor that
You are on the pill. You should stop taking the pill four
weeks before your operation 10 8void an increased risk of
biood clots. Talk to Yyour doctor about when you may start

taking the pill 3

8. Starting the pilt after
Ahuvouhmahuwitmmmhd-ﬁwseks
befors '

Mmsmwmumwh&mm
innemnbanosmprmmssommusmp-
Ping the pill,

11. Overd,

You have a choice of which day to stant taking your first
pack of pilis. Decide with YOur doctor or clinic which is the
best day for you. Pick a time of day which will be easy to
remember.

Day 1 Start: .
1.Take the first “active” biue pill of the first pack during

the first 24 hours of r period.
2. You will not need to use 2 back-up method-at birth con-

trol. Sinra uno ara cenvainn

s«mmoﬂésmvembunmuwmm
ﬁonoflugedososofwcmvmbymugcmam.

Your doctor or cinic will take 8 medical and family
and will examine you before orescribmg the O Tha nhye.

ly if you are in good health and are young. How-
@ver. you should know that the following medical conditions
have been associated with or made worse by the pill:

subsequent serious medical consequences.
2. Liver tumors, which may fupture and Cause severe

3. High blood pressure, although biood pressure usuuly;

The symptoms 8ssociated with these serious side effects
are discussed in the detailed leatiet given to you with your
Supply 01 pills. Notify your dqctov or health care p_rovidq if

contraceptive

Studies to date of women 1aking the pill have not shown
an increase in the incidence of cancer of the breast or
cervix. There is, however, insufficient evidence to fule out
the possibility that the pill may cause such cancers. Some
studies have reported an increase in the risk of deveioping
breast cancer, particularly at a younger age. This increased
risk appears to be related 1o duration of use.

Teking the pili provides some important non-contracep-
tive health benefits. T) include iess peainful menstrua-
tion, less menstrual biood loss and anemis, fewer pelvic
infections and fewer cancers of the ovary and the lining of
the uterus.

Be sure to discuss any medical condition you may have
with your health care Provider. Your health care provider will
take a medical and family history before prescribing oral

netionmaybedolayedtounomer time if you request it and
the health care provider believes that it is a good medical
practice to postpone it. You should be reexamined at loast
mavurwhdetakjngmlw ives. The detsil
pavent nformation leatiet gves you further information
Mimvwshoudveadmdd&sanswnhvourheumwe
prowvider.

HOW TO TAKE THE Pay
SooMmra!HOWTOTAKETHEPILL which is printed
ththeDawaMLM.
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8y Syntex (FP) inc.
Hurmacso, PR 00791

Address medical inquines to,

e

e s it b st 30




Active Pill Colors: Blue, White and Pink

v Reminder Pill Color: Peach

Trivors*-28 Tablets

DODOOD]
‘DDDOOOD

4.BE SURE YOU HAVE READY AT ALL TIMES: -
ANOTHER KIND OF BIRTH CONTROL (such as condoms,
foam, or sponge) to use as a back-up in case you miss
pills.
AN EXTRA, FULL PILL PACK.

WHEN TO START THE PACK OF PILLS

K_r\L.__

Gi UG WEBL .y MBSO yuw Shuud NOLTY yuw GUCial O
chinic.

7. Stopping the pil before surgery or prolonged

bed rest

If you ere scheduled for surgery of you need 1o stay in bed
for 8 long period of tme you shouid tell vour doctor that
you are on the pill. You shoulo stop taking the pifl four
weeks before your op 1 10 avod an ir nsk of
blood clots. Talk to your doctor about when you may start
taking the pill again. .

8. Starting the pill sfter pregnancy

After you have a baby it is advisable 10 wait 4-6 weeks
before starting to take the pill. Talk to your doctor about
when you may start taking the pili after oregnancy.

9. Pragnancy due to pill failure

When the pill is taken correctly, the expected pregnancy
rate is approximately 1% (i.e.. 1 pregnancy per 100 women
per year). If pregnancy occurs while taking the pill, there is
mnerisktomefems.TheWWemmofugemm
bers of pill users is less than 3% when women who have
nussedpﬁlsarei\dwoa.nvwmumnt.vw
should diSCUSS YOUr Dregnancy with your doctor.

10. Pregnancy sfter stopping the pill

There may be some delay m pregnant after you
stop taking the pill, especiaily if you had Nreguiar penods
before you started using the pill. Your doctor may recom-
mend’that you delay becoming pregnant until you have had
one or more reguiar periods.

There does not appear to be any increase i birth defects
in newborn babies when pregnancy occurs soon after stop-
ping the pill.

11. Overd

You have a choice of which day to start taking your first
pack of pills. Decide with your doctor or dinic which is the
best day for you. Pickaumeo?daywhimwlbeaasyto
remernber.

Day 1 Start .
1.Take the first “active™ biue pill of the first pack during
the first 24 f r period.

2.You will not need to use a back-up method of birth con-
trol, since you are starting the pill at the beginning of
your period.
Sunday Start
1.Take the first “active” biue pill of the first pack on the
U r i even if you are still bleed-
ing. If your period begins on Sunday, start the pack that
same day. )

. r irth ¢ 2s a back-up method
if you have sex anytime from the Sunday you start your
first pack until the next Sunday (7 days). Condoms, foarn,
or the sponge are good back-up methods of birth control.

WHAT TO DO DURING THE MONTH

. 1.TAKE ONE PILL AT THE SAME TIME EVERY DAY

UNTIL THE PACK IS EMPTY.

Do not skip pilis even if you are spotting or bleeding
between monthly periods or feel sick to your stomach
(nausea). :

Do not skip pills even if you do not have sex very often.

- 22WHEN YOU FINISH A PACK OR SWITCH YOUR

BRAND OF PILLS:

21 pills; Weit 7 days to start the next pack. You will‘prob-
ably have your period during that week. Be sure that no
more than 7 days pass between 21-day packs.

28 pllls: Start the next pack on the day aher your last
“reminder” pill. Do not wait any days bstween packs.

WHAT TO DO IF YOU MISS PILLS

if you MISS 1 biue, white or pink “active” pill:
1.Take it s soon as you remember. Take the next pill at
your regular time. This means you may take 2 pills in 1

2.You do not need 1o use a back-up birth control mpthod
if you have sex.

If you MISS 2 blue or white “active” pilis in a row in WEEK

1 OR WEEK 2 of your pack:

1.Tak92pillsonthedayyouverr\enberandzpmsmenm
day.

2.Then take 1 pill a day until you finish the pack.

3.You MAY BECOME PREGNANT if you have sex in the
7 days after you miss pills. You MUST use another birth
control method (such as condoms, foam, or sponge) as
a back-up for those 7 days.

Serious ill effects have not been reported foliowing inges-
tion of large doses of oral contraceptives by young children.
Overdosagenwmnauseaandwnh&mlbbedmgm
females. In case of overdosage, contact your hesith care
provder or pharmacist.

12. Other information
Ywdociorotdinicvwllmksarrmmfunwm'swry
and will examine you before prescribing the pill. The phys-
ical examingtion may be deiayed to another time it you
request it and the health care provider bekeves that it is a
good medical practice to postpone it. You shouid be reex-
amned 8t ieast once a year. Be sure to inform your doctor
or chinic if there is a family history of any of the conditions
Iisudpveviousrvinmsledietsemtoleepanawoim
ments with your doctor or clinic because this is a time to
determine if there are early signs of side effects from using
the pill.

Do not use the pilt for any condition other than the one
for which it was prescribed. The pill has been prescribed
spedficallyforvou,donotgiventoomerswhonuywam
birth control pills.

HEALTH BENEFATS

In addition to preventing pregnancy, use of oral contracep-

tives may provide certain heaith benefits. They are:

* Menstrual cycles may become more regular

¢ Blood flow during menstruation may be lighter and less
iron may be lost. Theretore, anemia due 1o iron deficiency
is less likely to occur

'Painorothersymptomsdufingmonstruationmavbe
encountered less frequently

* Ectopic {tubal) pregnancy mey occur less frequently

-Non-mmerouswstsorbminmebreastnuyowur
less frequently

* Acute peivic inflsmmatory disease may occur less fre-
quently -

* Oral contraceptive use may provide some protection
sgainst developing two forms of cancer: cancer of the
ovanes and cancer of the kining of the uterus

vawunm-rworrmnonabombnhconnolpius,ask
your doctor or clinic. They have 8 more technical leaflet
wmmmmmmmm
reed.

Store at controlied room tempersture 35°-30°C (59°-86°F).

Yo

YOU Nouce any unusuJal pnysical QiIsturbances wnie @King
the pill. in addition, drugs such as nfampin, as weii as some
snt-convulsants 8nd some antibiotics, mav gecrease ora:
contraceptive effectiveness.

Studes to date of women taking the pill have not showr
an increase in the incdence of cancer of e oreast o
cervix. There 1s. however. insufhicient evioence 10 rute ou:
the possibinty that the pill may cause such cancers. Some
Stuckes have reported an increase in the nsk of ceveioong
breast cancer, particularly at 2 vounger age. This increasec
risk appears to be reisted to curation of use.

Taking the pili provides some important non-contracep-
tive health benefits. These inciude iess painful menstrua-
tion, less menstrual biood loss and anermia, fewer petvic
MiecuONs and tewer concers of the ovary and the whing of
the uterus.

Besuemd:swssanyrrwd«calcondmonyoumavhave
with your heaith care provider. Your health care provider will
take 8 medical and tamily history before prescnbing oral
contraceptives and will examine you. The physicai exam:
nation may be delayed to another ime it you reguest it and
the heaith care prowider believes that it is a good medical
practice to postpone it. You shouid be reexamined at least
once 8 year while taking oral contraceptives. The detailed
petent information leaflet gives you further information
which you should read and discuss with your heafth care
prowider.

HOW TO TAKE THE PILL
See full text of HOW TO TAKE THE PILL which is printed
in full in the Detailed Patient Labeling.

Revised: Nov. 20. 1996

Manufactured for

SCS Pharmaceuticals
Chicago IL 60680 USA
8y Syntex (FP) inc.
Humacso, PR 00791

Address medical inquiries to:
G.D. Sesrie & Co.

Hesithcare Information Services
5200 Oxd Orchard Roed

Skoloe IL 60077

SCS Pharmaceuticals

©1996, SCS Pharmaceuticals Pnnted in USA

Trivora®-21 Tablets

Trivora®-28 Tablets
{levonargestret and ethinyi estradiot tablets, USP)—
triphasic regimen
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CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 74538

CHEMISTRY REVIEW(S)

Y




1.

2.

3.

CHEMISTRY REVIEW NO, S5
ANDA # 74-538
NAME AND ADDRESS OF APPLICANT

G. D. Searle & Co.
4901 Searle Parkway
Skokie, IL 60077

Former owner of the ANDA:

Syntex (F.P.), Inc.

HCOl1 Box 16625, Bo. Mariana Road. 909, KM. 111
Humacao,. Puerto Rico 00791

(This ANDA was transferred to G. D. Searle & Co. per NC
dated 8-31-95]

Acceptable per CR # 1.
SUPPLEMENT (s5)

N/A

PROPRIETARY NAME
Trivora™ 21 and 28 Tablets

NONPROPRIETARY NAME

Levonorgestrel and Ethinyl Estradiol Tablets
S \"4 s

N/A

AMENDMENTS AND OTHER DATES:

FIRM:

Original submissign: 8-19-94

Anmendment: 9-27-94 & 10-7-94 (To submit response to OGD's
letter dated 9-12-94)

NC: 3-28-95

NC: 8-31-95 (Transfer of ownership of this ANDA form Syntex)
NC: 9-18-95 (Transfer of ownership of this ANDA from Searle)
ONC: 11-17-95 (Submission of updated FDA Form 356h after
ownership change)

NC (Bio): 11-30-95 (Response to bio letter dated 3-27-95)
NC: 5-15-96

Major Amendment: 6-10-96 (Response to NA - chemistry +
labeling letter dated 3-23-95).

NC (Bio): 7-19-96

NC: 9-3-96 -

Minor Amendment: 11-21-96

New Submissions 2

Minq; Amendment: 2-14-97 (Ré@sponse to NA letter dated 12-27-
96)

ONC (BIO): 2-20-97

ONC (BIO): 2-25-97

* NC: 10-3-97

* Amendment: 10-24-97 (Response to 9-22-97 NA letter)




10.

12.

13.

14.

15.

16.

17.

FDA: -

Incomplete filing letter: 9-12-94
Accepted for filing: 10-11-94

NA letter (Chemistry + Labeling): 3-23-95
NA letter (Bio): 3-27-95

Acknowledgment of transfer: 11-17-95

NA letter: 10-15-96 (Chemistry + Labeling)
NA letter: 12-27-96 (Chemistry + Labeling)
Bio Acceptance letter: 2-24-97

ANDA NA letter: 9-22-97

PHARMACOLOGICAL CATEGORY 11. RX or OTC

Oral Contraceptive Rx

RELATED IND/NDA/DMF(s)

DOSAGE FORM
Tablet

POTENCY

21 Day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg
28 day: 0.05 mg/0.03 mg; 0.075 mg/0.04 mg; 0.125 mg/0.03 mg;
and placebo

- Listed in labeling insert per current USP

RECORDS AND REPORTS M
N/A =

COMMENTS

Searle has submitted adequate information regarding
controls, and testing for active and inactive ingredients.
Adequate information is submitted for manufacturing,




18.

19.

ccC:

container/closure system, testing and stability testing for
the drug product. No revision is reported in current USP for
the drug product. Status for both DMFs for active
ingredients remains adequate.

NOTE:

The subject drug product is a triphasic regimen of active
oral contraceptive tablets supplied as active tablets only
(21 day supply) or in conjunction with 7 placebo tablets
(28 days supply).

CONCLUSIONS AND RECOMMENDATIONS

Approved.

REVIEWER: DATE COMPLETED:
Mujahid L. Shaikh 12-5-97
Revised 12-11-97

ANDA 74-538
DUP File
Division File
Field Copy

Endorsements: = \0(7

W
HFD-625/M.Shaikh/12-8-9" 6}x
HFD-625/M.Smela/12-8-97
x:new\firmsnz\searle\ltrs&rev\74538rev.5

F/T by: ~r—tto—er=Try ~ M

SENRILY




CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER 74

BIOEQUIVALENCE REVIEW(S)
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+/

Levonorgestrel/Ethinyl Estradiol,
Trivora™, Triphasic Regimen

0.050 mg/0.030 mg
0.075 mg/ 0.040 mg
0.125 mg/0.030 mg

ANDA #74-538

Reviewer: L. Chuang

APR 25 |9q7

G.D. Searle & Co.
Skokie, IL
Submission Date:

November 30, 1995
July 19, 1996
January 27, 1997

In the review of 02/19/97, a waiver of in vivo bioequivalence study requirements for the firm's

Levonorgestrel/Ethinyl Estradiol tablet, 0.075 mg/ 0.040 mg, was granted per 21 CFR section

320.22(d)(2). This addendum provides background of this waive-up decision.

This waive-up from 0.03 mg EE to 0.04 mg EE is acceptable because:

1.

2. As indicated in the review of 02/28/95, there was a letter of understanding of 09/04/92
that in vivo bioequivalence study was required for the high and low dose tablets while the
waiver for the mid dose tablet could be considered after the completion of these

biostudies. This is based on the results of a meeting among the firm’s representatives and
the staff of the Agency on 09/04/92.

In addition, it was noted in the low dose study, the T,,, of LNG for 10 subjects, and the T nax Of
EE for 1 subject, were all at the first blood collection time point (0.5 hour). Therefore the data
from these subjects from the treatment when this occurred, were deleted. The recalculated 90%
confidence intervals are presented below in Tables 1&2.

Table 1: Statistical Analysis - EE - Low Dose Study - Excluding Subject #13 - Treatment B (Test)
Parameter LS Means LS Means TR 90% Conf. Int.
(Syntex - Test) (Wyeth-Ayerst -Reference)

AUC,, 1382.24 1291.19 1.07 100.66; 113.44
(pg*hr/mL)
AUC,. 1523.54 1431.11 1.06 100.84; 112.07
(pg*hr/mL) x

—
Crx (Pg/mL) 145.97 140.27 1.04 95.46; 112.67
LNAUC,, 13187 58° 1249.04® 1.06° 99.35; 112.17




LNAUGC, . - 1460.612 1388.652 1.05® 99.87; 110.78
LNC,, 142 .67% 134.76* 1.05®° 97.23; 113.65
a2 = Geometric LS Mean
b = Ratio or Geometric LS Means
Table 2 : Statistical Analysis - LNG - Low Dose Study -
Excluding Subjects #8,25, &26, Treatment A (Reference) and
Subjects #3, 12, 15, 16, 19, 22, 25,, &118, Treatment B (Test)
Parameter LS Means LS Means TR 90% Conf. Int.
(Syntex - Test) (Wyeth-Ayerst -Reference)
AUC,, 29.33 27.73 1.06 100.66; 110.87
(ng*hr/mL)
AUC, . 34.29 31.40 1.09 101.37; 116.99
(ng*hr/mL)
Coax (ng/mL) 3.14 2.84 1.11 105.19; 116.35
LNAUC,, 27.21* 26.01* 1.05* 99.89; 109.57
LNAUC, . 30.78* 29.09* 1.06° 100.69; 111.20
LNC,,. 3.01 2.70* 1.11° 104.64; 118.37
a = Geometric LS Mean )
b = Ratio or Geometric LS Means
b /)/57 7
y 7

Lin-Whei Chuang
Division of Bioequivalence

Review Branch I
RD INITIALED YHUANG !
FTINITIALED YHUANG._, , . %/ ></4 77
N I/~ A\
Concur: . - - Date: ‘1‘"/ QSI 14
Nicholas Fleischer, Ph.D. ‘

Director, Division of Bioequivalence

cc: ANDA 74-538 (original, duplicate), Chuanf:_ HFD-652 (Huang), Drug File, Division File

First Draft 04/04/97, LWC, t:\wpfiles\74-538aa.n9s
Final Pink 04/09/97, LWC,x:\new\ﬁnnsnz\sea:le\ltrs&rev\74-538aa.n95
2nd Final Pink 04/25/97,LWC,x:\new\ﬁrmsnz\searle\ltrs&rev\74-538aa.n95




OFFICE OF GENERIC DRUGS
DIVISION OF BIOEQUIVALENCE

ANDA # 74-538

SPONSOR: G.D.Searle & Co. (Ownership of this ANDA was transferred from Syntex to
G.D. Searle on 08/31/95)
DRUG & DOSAGE FORM : Levonorgestrel/Ethinyl Estradiol (LNG/EE) Tablets

STRENGTH (s): 0.05 mg/0.03 mg, 0.075 mg/0.04 mg, 0.125 mg/0.03 mg

TYPE OF STUDY: Two Fasting Studies
STUDY SITE: CLINICAL :
ANALYTI" -

STUDY SUMMARY for the 0.05 mg/0.03 mg tablet:

Parameter of EE test ref ratio 90% CI (log)
(LS Geometric Mean)
Cmax(pg/ml) 141.74 134.56 L05 (0.971-1,132)
AUC(0-T) pgxhr/ml 13239 1249.0 106 0.999-112.6)
AUC(0-Infipexhr/ml 15254 107 (1.010-1.125)
Imax hr L63 - 1.69 0,96
Half-life hr 15.0 144 1.04
Parameter of LNG test ref ratio 90% CI (log)
(LS Geometric Mean)
Cmax(ng/ml) 3.034 2718 L1l (1.059-1.116)
AUC(0-T) ngxhr/ml  27.11 26.31 1.02 (0977-1.070)
AUC(O-Infnxhr/mi 32,78 31.82 104 (0.986-1.092)
Imax hr 0.938 102 092
Half-life hr 327 312 L05
STUDY SUMMARY for the 0.125 mg/0.03 mg tablet:
Parameter of EE test ref ratio 90% CI (log)
‘ (LS Geometric Mean)
Cmax(pg/ml) 139.77 137.00 L02 (0.945-1.100)
AUC(0-T) pexhr/mi 13283 1320.8 101 (0.956-1.058)
AUC(O-Inflpgxhr/mi  1465.6 14510 . 101 (0,961-1.055)
Imax hr- 1.89 177 ¥ 107
Half-life hr 131 132 099




Parameter of LNG test ref ratio
(LS Geometric Mean)
Cmax(ng/ml) 2989 6.172 0.97
AUC(0-T) ngxhr/ml 6280 1 6537 0.96
AUC(O-Infinxhr/ml 74,44 19.04 0.94
Imax hr 133 125 1.06
Half-life hr 29.8 312 096

90% CI (log)

(0.916-1.031)
(0.900-1,017)
(0.887-0,999)

In addition, it was noted in the low dose study, the T, of LNG for 10 subjects, and the T nax Of
EE for 1 subject, were all at the first blood collection time point (0.5 hour). Therefore the data
from these subjects from the treatment when this occurred, were deleted. The recalculated 90%

confidence intervals are presented below in Tables 1&2.

Table 1: Statistical Analysis - EE - Low Dose Study - Excluding Subject #13 - Treatment B (Test)

Parameter LS Means LS Means TR 90% Conf. Int.
(Syntex - Test) (Wyeth-Ayerst -Reference)

AUC,, 1382.24 1291.19 1.07 100.66; 113.44
(pg*hr/mL)
AUC,.¢ 1523.54 7 1431.11 1.06 100.84; 112.07
(pg*hr/mL)
Cane (pg/mL) 145.97 140.27 1.04 95.46; 112.67
LNAUC,, 1318.58* 1249.04* 1.06° 99.35; 112.17
LNAUC, .« 1460.61* 1388.65* 1.05° 99.87; 110.78
LNC, .. 141.67* 134.76* 1.05% 97.23; 113.65
a = Geometric LS Mean
b = Ratio or Geometric LS Means
Table 2 : Statistical Analysis - LNG - Low Dose Study -

Excluding Subjects #8,25, &26, Treatment A (Reference) and

Subjects #3, 12, 15, 16, 19, 22, 25,, &118, Treatment B (Test)
Parameter LS Means LS Means TR 90% Conf. Int.

(Syntex - Test) (Wyeth-Ayerst -Reference)

AUC,, 29.33 21.73 1.06 100.66; 110.87
(ng*hr/mL) =
AUC, . 34.29 31.40 1.09 101.37; 116.99
(ng*hr/mL) ] -




Coax (ng/mL) ~ 3.14 2.84 1.11 105.19; 116.35
LNAUC,, 27.21* 26.01* 1.05° 99.89; 109.57
LNAUC, . 30.78* 29.09* 1.06° 100.69; 111.20
LNC,.. : , 3.01 2.70* 1.11° 104.64; 118.37
a = Geometric LS Mean

b = Ratio or Geometric LS Means

DISSOLUTION
Conditions: Paddle apparatus, 75 rpm, 500 mL of 5 ppm polysorbate solution in water
0.05 mg/0.03 mg Tablet
Time(min) Test Mean(range) of EE Ref. Mean(range) of EE
15 94 6.7
30 83.7 3.1
45 90.0 169
60 926 782
Time(min) Test Mean(range) of LNG Ref. Mean(range) of LNG
15 | 643 66.3
30 86.9 835
45 949 877
60 9.8 893
0.125 mg/0.03 mg Tablet
Time(min) Test Mean(range) of EE Ref. Mean(range) of EE
15 41.0 68.7
30 673 98
45 797 817
60 833 82.6
Time(min) Test Mean(range) of LNG Ref. Mean(range) of LNG
15 41.8 68.7
30 69.8 86.6
45 83.0 90.1
60 | 889 91,6
0.075 mg/0.04 mg Tablet
Time(min) Test Mean(range) of EE Ref. Mean(range) of EE
15 531 g 813
30 ~ 193 _ 919




45 -9l 933
60 98.4 . 96.3
Time(min) Test Mean(range) of LNG Ref. Mean(range) of LNG
15 20.6 53
30 144 924
45 867 925.0
60 92.6 - 28.3

Q=NLT ___in 60 min. and NLT in 30 min. for EE and LNG respectively (USP 23).

WAIVER: The waiver of the 0.075 mg/0.04 mg strength is granted per 21 CFR section
320.22(d)(2). The waive-up from 0.03 mg EE to 0.04 mg EE is acceptable because the linearity
of EE between 0.035-0.05 mg was established in the BE studies

) Not releasable through FOI). This waiver is also based on the
letter of understanding of 09/04/92 (see review of 02/28/95).

S—— —
——_

PRIMARY REVIEWER : // BRANCH : __L__
INTIAL: ___ pate: /=579
TEAM LEADER : BRANCH: L
INITIAL DATE : _‘_‘ﬁg_/? 7
L ~\
DIRECTOR
DIVISION OF BIOEQUIVALENCE
INITIAL : , - DATE : _425)a7
—
DIRECTOR
OFFICE OF GENERIC DRUGS
=
INITIAL : , DATE :




FEB 19 1997

Levonorgestrel/Ethinyl Estradiol, G.D. Searie & Co.
Trivora™, Triphasic Regimen Skokie, IL

0.050 mg/ 0.030 mg Submission Date:
0.075 mg/ 0.040 mg November 30, 1995
0.125 mg/0.030 mg July 19, 1996
ANDA #74-538 January 27, 1997

Reviewer: L. Chuang

The ownership of this ANDA was transferred from Syntex to G.D. Searle on 08/31/95. The two
bioequivalence studies conducted by the firm on its Levonorgestrel/Ethinyl Estradiol tablets, 0.050
mg/ 0.030 mg and 0.125 mg/0.030 mg, comparing them to Triphasil® 0.050 mg/0.030 mg and 0.125
mg/0.030 mg, respectively, have been found incomplete due to 5 deficiencies. First amendment
submitted on 11/30/95 by Searle was found to be incomplete and the firm was called by the CSO on
04/04/96 to be informed of 3 more deficiencies. A subsequent amendment was submitted on
07/19/96. It was also noted by the reviewer that Method Report IAR-B-1029 was stated as in
preparation in the submission of 11/30/95. A telephone request for this report was made and it was
submitted on 01/27/97.

The eight deficiencies and the responses by the firm are discussed below:

L.

The firm did not provide the frame size of individual subjects in order for the reviewer to
determine if their weights were within 10% of normal weight as described in the table of
"Desirable Weight for Adults from the Metropolitan Life Insurance Company".

The firm provided the weight and height of each subject and stated that the frame size data
were not collected.

After reviewing each subject's data, it was noted that 3 subjects (#4, #14, and #15) from the
low-dose study and 3 subjects (#15, #16, and #18) from the high-dose study, were outside
the weight range provided in the /983 Metropolitan Height and Weight Tables for Women.
Therefore these 6 subjects did not qualify for inclusion in the study.

However, this deviation from protocol is considered minor and should not affect the outcome
of the study.

Assay validation information supporting the lowest quantitation limits for both EE and LNG
were not provided by the firm.

2

>
The precision and accuracy at the lowest quantitation limits of all assays conducted during
both studies are presented below:




(9%)

Precision (%CV)

Accuracy (%)

The precision and accuracy reported here are acceptable.

The concentration range of the standard curve was not provided.

Yo




4. The acceptance criteria for the standard curve and the QC samples of each run were not
provided.

For an assay to be accepted, no more than two QC samples in the run and no two at a given
concentration may deviate by more than 20% from the validated mean concentration
established for the QC.

U

The subject number for the subject whose hour 0.5, period 1, plasma sample was lost during
analytical process, was inconsistent in the text (#27) and Table 2 (#3) of Appendix 4, the
"Plasma Assay Data Report".

It was actually subject #3 whose plasma sample at 0.5 hour during period 1 was insufficient
for the second assay after the first was invalidated due to a robot processing error.

6. The resuits of standard curves from all assays, including the means and coefficient variations
should be submitted.

7. Clarification of the concentrations for the QC samples of LNG.

v - -

The expianation by the firm is acceptable.

8. The medical records of case report and clinical records of entrance screening, post-study
examination were not included.

The firm submitted the pre-study physical data for both studies including the information of
subjects' weight which were discussed in #1.

Additional medical records/case reports and clinical records at screening and post-study
examination were requested by telephone on 02/07/97.

Additional Comment on the Dissolution Specification:

The proposed dissolution specification by the firm (Q=  at 60 minutes for both ingredients) is

for sugar-coated tablet according to USP 23, p.#81. This is because the reference products are sugar-
coated.




However, the firm’s products are uncoated and should follow specification for uncoated tablets (USP
23. page 881) of *“Not less than (Q), and not less than (Q), of the labeled amount of
levonorgestrel and ethinyl estradiol in the dosage form are dissolved in 30 minutes. and 60 minutes
respectively”.

Recommendation:

1.

(OB

The bioequivalence studies conducted by G.D. Searle Co. on its Levonorgestrel/Ethinyl
Estradiol tablets, 0.050 mg/ 0.030 mg and 0.125 mg/0.030 mg, batch #3816-007-12055 and
#3816-007-12057 respectively, comparing them to Triphasil® 0.050 mg/0.030 mg and 0.125
mg/0.030 mg respectively, have been found acceptable by the Division of Bioequivalence.
Both studies demonstrated that Searle’s Levonorgestrel/Ethinyi Estradiol tablets, 0.050 mg/
0.030 mg and 0.125 mg/0.030 mg, are bioequivalent to the reference products, Triphasil®
0.050 mg/0.030 mg and 0.125 mg/0.030 mg , respectively, manufactured by Wyeth-Ayerst
when administered under fasting condition.

The dissolution testings conducted by G.D. Searie Co. on all three strengths of the test
products, batch #3816-007-12055, #3816-007-12056 and #3816-007-12057, are acceptable.
The dissolution testings should be incorporated into the firm's manufacturing controls and
stability program. The dissolution testing should be conducted in 500 mL of 5 ppm
polysorbate solution in water at 37°C using USP XXIII apparatus 2 at 75 rpm. The test
products should meet the following USP 23 specifications for uncoated tablets of the test
product:

"not less than (Q), and not less thar (Q), of the labeled amount of
levonorgestrel and ethinyl estradiol in the dosage form are dissolved in 30
minutes. and 60 minutes respectively."

The waiver of in_vivo bioequivalence study requirements for the firm's
Levonorgestrel/Ethinyl Estradiol tablet, 0.075 mg/ 0.040 mg, is granted per 21 CFR section
320.22(d)(2). The 0.075 mg/ 0.040 mg tablet of the test product will therefore be deemed
bioequivalent to Triphasil® 0.050 mg/0.030 mg, manufactured by Wyeth-Ayerst.
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